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[•#3(1] IB?U##: 2*fcfctB!?a##: 4 -C^SttS 7^ifeffiaFi:IW-4i» 

*» l < y ^ k * »±nt & ^ b r * s j: Tf&mwmmm 

MM®, 

[•#*2] m^m, ftEttftMK MNtf&Ik #c# 

[»#£ 3 ] ffi?ff## : 2 * &IB?[f## : 4 7?^ $ *i § 7 ^ J WMM £ m~ =fe 

[flt#«4] assess, mb;**, tt9fi«x v mwmmm. 

[»#«e] 3fc»eft, mmm. mrnrnm. mmm§:&, mm, m&m. 
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[**S12] (1) MPm^: 2*fcttffi^J##: 4 T?**JS*l*T'k 

^O0^^ , 5 L K*fc«-e<3Dm^«J:t? (2) i3-77->!:ttt 

9 V—=.y#R*y h&M^Tfc&ft^S, j8-79~>fcBB#[## : 2 £ fete: 

hj#i## : 4 s ti s r ^ ^ mmm n m- % l < itm^m jc- h-© 7 ^ j m 
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* & i*\ J: Of & Wtt^ * f^ffl & * ^ « ft ^ * fe tt * 
C»:fc3® 1 8 ] H#J## : 2 * : 4 T*m $ *l S T ^ J WMM £ M— 

& ittaBti"*-?* f & a - K-r s # y s # i/*-^ f &-Mrr s # y * * u 

SeK^4»Ml/*^*-Se«*fctt*<Z)iS^^'Fo»«S:^ft3*, * 

ffife*tjf*«ffa«ffi&wi»t-s^Mfe^^sft^*afett*©«[. 

Mo 

* § n z> r ^ j mmn t m — * u < tc m — 0 7 * y mmm & 1- z> g 
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[f^2 4] m*&wL mmmmm. mmmm. mmw&m m. 



Mo 

[0 0 0 1] 

hfeit^y hfi*fflGiefMSUt^^-ief (TGR7£ 
J:tJfrCB7T084) <Z>Jij£{CB8ir£ 0 
[0 0 0 2] 

S£R<Z)5*>#< te^SLT^Sguanine nucleoti de-binding protein (Jg<T, 

BR^Mb-fe^-SB* (GPCR) &*v*tt7EKJtau@l'lz:7#~«8 
R (7TMR) ilJtSSnSo 

[0 0 0 3] 
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. mmshzmm-tzfetbiziz^ ^mxmmvx^^>uiz^^-s.BM.(Dm^ 
^ y # ju izMtif -t z Kft&frfrx & y , z. <d & e> tc u t# e> c d 

N A (D WiFtMfl} ^Expressed Sequence Tag (EST) £ btf- # ^-X lZ$tM 

#gS2000-175691}C}±^>y h Sjfctf>rCB7T084©T ^ SlffiB^Jfe J:lJ t ■€•tl : §::3-- 
Ft* £ D N A#S3«3;ftT Va£ 0 W001/66750, WO 01/48188, WO 01/36471 
. WO 01/57085, W0 01/70814JCttrCB7T084i:iftV>ffi|flrtt&^f Sfcl h fi3fe©TGR7 

[0 0 0 4] 

C*&lJ!#jWft L J: e> h -T -5 flKfl] 

»^&ffiSf »#Lt4a?gtt«ist (i-3&*5"&, u#>F) 
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a^BW8®«»fc%fcy3 57=f-:*K r>^rf-^ hSr^m-ti^c, 

So 
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# e Sf®2iS3l* $ -fee fe te-£0Di& U X ft S if & 

[0 0 0 5] 

©TGR7<Z> U # > Ftfe-T?->X*2bZ>Z£$:M l &l,1t 0 

[0 0 0 6] - ■ 

> 

b t * * (trffifc j: zfmmwmmmmmL 
[4] mrnmm. mmmm.m> atcizmm. m 
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[6] *3c£, ^BfelE, H*3£, #Bf«Sffi, ^#3e, 

[9] SB#J##: 2 £ 7U«#f#-if : 4 X-m% *i& T ^ ^ mmWZ. P?-% U < 

■e ©8P£^ ^ K £ 13 - K*T 3 aK U 3? ? l/^*^ K jK y yt ? V*?- K 
«W»*i»BIW*fe»*<0-tt&^*bTfe45jKy"3C4r'i/*^ KmbTft 

mmm. mmm±. ^mmmtr^t^m<D^m • mmmx^^±m [9] <dm 
cii] ( i ) B2#f#-£ : 2 * : 4 zn&y*; mmmtm 

* & ffe-^ * fc it ■£ tf>&© x * y - n y tr^m^ 
[12] (l) gg#[##: 2 ££teSB?!I#-ig- : 4 T^to^tbS T ^ >> B*BB#I£|i& 

S5C> *©aJ^y^ KSfc (2) jS-T^-VSr^^S^i: 
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[l 3] _fc!B [l l] <Dx?V~-=.ytfj?m£tztt±m [12] fa*£©;*#y- 
[14] ±m [13] ©<fb^-%^fc«^©itS:^LTJ&SE^ 

[i 5] #M&&z**mftmmmmmfflT*&z>±m n 4] ©^m, 
[is] mft&m* mmmm. mmtm. mmmm. zr^z-mm, 

jsit^* l < tta*#&£iu£<z>?i& • n&*ii^»«±ia [i4] <Dmm. 

[1 7] K#T#-^ : 2 *fcttB0O#-3 : 4 ^StiSr ^ ^ Mftffi^hfif-* b < 
te*©SP£"<:7^ F£=r- K-TSjKU 5? ? K&^'tSjKU 3? * l/tf^ F 

« & * s w»f * & *rr s * tc it -e ©m© * * y - =. 

[1 9] _hfa [1 7J ©**y-^>^#&£fc»_tfB [18] ©**y-n> 

[20] ±ih [i 9] <nfc&ms.tc.\t*<DM.*&mhT?£&*m&&T$ifcmwi& 



2003-3033377 



#2 002 — 093045 




mmmmu 

§ r ^ y wmn t m— % b < & us© &c h - © y * y mm^i & & w-r s g m e ® 

1/ y # - m & jc© $> n-;ifcmftmmmM. 
[23] *M&£x$mffifti&mmmmnr*%>z>±M [22] ©su 

[2 4] £PF2cJl, flSHg&iNH. S&SfiagJg, JS^itf&lgl, £7U*^1»U tfc#;G£, 

Bffi^%L,<«S##@^M3EC?)^R$-^aT*fe§J:fB [2 2] (DMZMm 
[0 0 0 7], 

[25] ( i ) mnm^r 2 £ t^tm&m^ 4 tis t^j mmwtm— 

Sl/t^^-ISI (J£*T, #2§HJJGPCR^ffit-£l§£>%&£) ^©gP3"<l 

mzit&mi!r£<D}tm*ftft$z.£*i8^}i-t&±m [1 1] ©x^y-n^ 

[2 6] (i) *»Lfe|8-r9 — >&#38I»GPCR, 
&^©f&C^M£i±fc#lir£:, (ii) «9»UfeiS-r^->feJ:t)f«J»'fE:^'&S: 

HS-&*&W)£U JfcSirrsrfc&Wfifcfc'frsjiiB [11] ©** y -~ymm 

[2 7] (i) gi bfe j8 -77-> &«^G P C R tS«liCi«$ 
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Mtsi tzwm£.?&±m cii] <Dx?v-->m 
C2 8] (i) mmv fee -T^-y**mmG pc Rz^-t z>mm<Dmm$- 



i i] <D^^v-^y^m. 

[2 9] (i) mmLtcP-T^-y*. MGPCRS:n-KtSDNA5: 

ttts d n a z^m-tzmmz.^? * -x-mMmmhtcm^mm^m^t^ 
z.£.iz£~oT mmmmmm^mmmizmm l r^^m g pcr \zmm^r=.m 
(io rnrnvta 0-y^-y&£T$^mk&m&mmwmMik<DmMmiz 
mmvt=.#%mG p cRizmmz j &fc.Wii!?izj3tf2>, mML&p-y^-yv* 

m%GP CRlzft-tzffi&AZMfeL. im-tZ>Z.}i*mW.hirz>±M [li] 
<DX?V-~ytfjj^ 

[3 0] (i) *^iG P C R & f ttfttSft^5:*^iG P C R ^^ftS 

mmizmm^r^m^t. go ^mMGPCR^m'mtt^t^m^^^m. 
^m^mMGP c r *^m^&Mmzmmzi*t=.m&izistfz>. #$%mG p 

CR^^LfeiWiffittSlgl, itf^rs^fc^^t-SJifB [11]© 
xvv--y>f-%m, 

[3 1] «GPCR5:^bt5{^i?:, ^GPCR&n-KfSD 
N A Z> D N A Zitm-f Sli^ ^< * # - L/ fcTgSMK&tt 

§ 3 £ fc <fc -o T 3ft^K«^tt®ittj&|Jtfc?83l L/ G PCR Jc^M $ 

•&t=.m&£. *^gpcr^ mmt -t &&&&&& x^mki^m & mmm^m 
mfa&mmmzftmhttmwG p c RKigM^fctfr&Kiastt*, #28B£g p 

CR^^tSMl»^ffiU JfeK-rs^ii&wtRii-rsjiia [1 1] © 

[32] *mmGPCRzm'mk?zfo<&mtfp-T^-yx*&z>±M lsoi 
[3 1] <Dx#v--yy%m^ 
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[3 3] &ftmGPCR*&m?zmm&fcte*<Dmmft*'£m'*z>z.}i%:!®m 

[3 4] Kt§DNA?:^tSDNAS:ttt§l^ 

ffimcmnLfe*mwGPCR*^mirz>z£itmm£. < ?z>±m [12] ©x? 

[0 0 0 8] 
[2&l£©iy&©7£ffi] 

«u& #iijg, yurnfjs, jmjsjM& #mnr^ ^-y->^^AiB^, 
mnyxmm* mmm, ±&mm, ft&mm. mmwmm. mmmm. mm 

ttttffljft, #«TJ& 9UKIV1& ffFIHtt%i b < ttNjKJMBu 

*fett**i6©J(BllS^#^El-S*e»«>«ffil|«, Milt flfi}, M<D&%!>& (M, 91 
*flffi£/&& ft|g« fiijfc, SUETF®* #SJ*T^> *Mlt> MM> 

^ira> itrmis. wmm. mm, mv^rn. mm. mto , *«, ts#> 

W> Mfc WJ§1> Sim ^5BJK> ffi©e>, #m> &J£. sse*i> ft 

> mim («, *a§, , jit*, m mu mu mrm. 

[0 0 0 9] 
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[0 0 10] 

$ ti-5T^ j mmmtp® 1 * & » 2 m«± l < 1 ~ 3 0 mnm. «t u 

#£L<&1~1 OfiE ££tC#i; L<«iS[M (l~5f) ) <DT$JMW 

~i ofiii, se>tc#* b<«:8i:ffi (i~5i) ) ©r^y^#^atfeT^ 
j mmn. <o @b^j## : 2 * £ : 4 -e^t> $ *i & y ^ y stow© 

l*fctt2«JKJ: (»*b<tt, 1-3 0HE i'J^Kttl-lOil 

f=.r$; mm^L tn^^m^t>ar=.r^ jmmm : k^mir^M& 

[0011] 
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-e^t) $ *l<5 7 3 Z-SH-t Z> rCB7T084 C #> ^ 1" § #3g0J! GPCRtt 

, CmmtfiJfrtftrSyfrg (-CO OH) , Xfrtf^i/U- M-COO"), T 
^ K (-CONH 2 ) (-COOR) ®'(6rtl v e$>oT ; feJ:VN 0 

rz:*£:i:x5VWc&tt3R£ L/T», *^;K n-^ntf;i/ 

, ^y^*ntf;i/%b<iin-^;v^if(DC 1 _ 6 r;i/^r;i/S> MA. */*n^ 

©«t_t<D«ma (Mill -oh, -sh, 7^;i, >fs*v-/i/£, -r> 
F-;i/», ^7-^;i«:if) tftt^&filffli (Mill r-fe^/b 

& if <D C 2 _ 6 T)\si] J -i if CO C ^gT if) ^ #«S tiT vx£ =fc ©, 

feSVNjili^^bfev^^sftseftj&ifco^SeJCi&if^itis. 

MGPCROWJfcltH «iH Btfrj##: 2 Tf^fcStlS 7 
tkW&W&itli't&^V h £5fc<Z)rCB7T084, ffl#J#-£ : 4t^*3Sft*75 ^US! 
?!I?:^ttSt hft*©TGR7«sif*«fflV>&*l«. |Sf#»±4f W2000-17569U 
&W001/66750, WO 01/48188, WO 01/36471, W0 01/57085, W0 01/70814(CfB^2 

1 4 2003-3033377 
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[0 0 12] 

#$&«BGPCR©as#*:?^K (jar, *icaj^^K^*crs»-#*«* 

^jBiJl©^{Ciimi/TVN-5iPffiT?^oT, ##WGPCRfc*JM&K:HjPt<SD 

GBfcKtt (Hydrophilic) T?»« il^lf S K 

t^5o 'Bfctfcft (Hydrophobic) »C#tf«*^ KfcHfclCjgv* 

y^BB^j©e)^^^< fc%2 ofijgjii, #*i/<i±5 o«jKJt, *y 

*?£L<«1 0 0MJ^-hc0T^7m@B^J^^■r^^^K35;i^^^3 : *bv^ o 
St Iftfc m Jt © 1/ is y # - j <z>M^ &_hfB t mm left e> r £ # t- £ § „ 

[0 0 13] 

*L<tt, l^ioiii, Sktc^g; b<&Mf (i ~5i) ) <D7$ jmtf 

*£:U •£©7S7mS2#ftci *fc&2»6jLb (#*L<tt, 1-20 

i^*b<tti~l0lIE S&Ic*F*l/<ttR« ) 

<tt, 1-10I1E J=y»*L/<tt««, Se>JC#*L<iil~5fiS l R) 
*»ro©«p^/<^K«C5^Sg^3ty^/3K*S/;baB (-COOH) , 



1 5 
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jJ^S/lz-h (-COO") , K (-conh 2 ) &tz\t3ixm (-coo 

Uv% 0 KOMStbift MiSt Magg (Mifl 
*$y*jiftym> ^yHyxivftyM) £<Dm.teEtfm^*>nz> 0 

[0 0 14] 

#2§BJ!GPCR2;£&^<Z>i&&, iiiBLfcfc: N *S> n£?L!i&# <£> ^ £ \ZMM if* 
Cfi*t5*ftiGPCR&3- Ft S D N A f iift 5:f ttS 

Afrits 3 £tC«fc yiIfitS3t^T't§ 0 
[0 0 15] 
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T$>mm> y$ ; **jimm. ^-^yvjvyt^ri/Kyvjvy^u-^mm. 

7x-mh7^ F*^;HtfB^ #U 7?U;i/7^ Ftffll, 4- (2' , 4' 
h^pS/7 3i~;i/-t: Fn3f$/*^;b) ^xy^^tfBI, 4- (2' , 4' 
h^pi/7i-;i/- Fmoc/'^ 7 1 ^ 3f ^Hf|g& if &#fcf & 3 £ 

I^btft DCC, N, N' -^v^ntf;i/*M^^ K, N-m^;i/- 
N' - (3-^^7^;7 1 n'J^) F&^MV^ftS,, rti 

^}Ccfc§?SMJCii^^5>fb»M^WJ (M&tf* HOBt, HOOBt)ti:tj 

[0 0 16] 

N-Wf^MT? F, n, N-s;^wfeh75K, N-*^;i,ifny 

b U 7J];*U^# J - ¥ (Dy JVn - JVM. V**;\/X)ltis*ri/Pte£<D 

, 7-feh-hy;i/, yatr^-nNy;i/^if(Z)r:hu;i/^ % gp^^^;b, BMfcx^' 
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, o°c-5 0Tc©ttH^&arM^sti« Q ffi&fcznfry*;mm 

mmtm^i . 5~4^«rj > ?Mv^*i£ 0 x>£ fu yfcj&zm^ttz. fgd 

r £ k: j: y & e> 3 a & z> . fc!&zm i )Mi>T%-tftftm&tf 

[0 0 17] 

mn<z>T$sm<D&mmnLTit, wz.it. z, b oc , z-i/vv-^y*- 

^i/jjJVtf—JV, Cl-Z, Br-Z, T#*?y?-n/7t2ci/jj)Vtf— F y 7 

■7oi— 7^;f^;w Fmo c ft if^Jlv^ttSo 
#;i/aK*$//i/gti, M;U£, yj\s*c;\s3iXTMt (WfU*. *^;k x^;k 

^n/\^;i/ v $/^n^^^;i/, 2 -y #*?y*n/teE<DW.m$k, &Wfc*ih< 
itm^yji^jvzix^Mb) , y^i/^i/znx^Mfc /<>yjt/ixf 

^> 4-~hD^>^>X^f;K 4 F S^XX^K 4-?OD 

Fffc, F U^t: F9 ^ F-ft ft if j; o Sifc^t^S. 
•fey^©*KSa:, x*^;Mbi;£&x-^;wb&cj:oT^-f £r 

Myjifj ; <4 ;i^ft£<D7n-r ^<>j?;i/;t3f s/#;nKx;i/ 
xF^>>^;i/^x;i/Sft^<D^m^e)^$^S^ft^^Mv^P>tiS 0 

IS, t -y^t/Sftif-e&s., 
fni/>07x;-;btt7f(l!iifflflitLttt Bzi, ci 2 - 

Bzl, 2-Xhn^^, Br-Z, # - U - ^;i/ft if ^ & tlS 
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-2, 3, 6 - f> v ^^vv^yif y*;^— ;k dnp, *j )\/Jr k 

„ Bum, Boc, Trt, F m o c & E ifiJQ V^ btl& 0 
[0 0 18] 

, 4, 5-h'j^nD7i;-;k 2, 4-i?ihn7i;-;K i/y;^f;i/ 
y;i/n-;K ;\°7-hn7x;-;K honb, N-t Fn^ri/X7i'^ K, n 

— M \?U3ri/Z7 & J}/>( ^ HOBt) i:©ni^^7l/] & V^ftS,, ITO 

®75 >>«©^M;£*i£%<Z>£ LXit. Hx.il >TO*f5 U >@ET3 KjWBv* 

&©$g^«j&£ic«fc SIMM'S*, y^ntr^oc^;i/r^ h'jxw^ 
0°C~4 0TC©ffl|fe^*>tiS3^, Ifc&affitc^TH:, MtLI*. r-y-;i/, 

, h u y h -7TXD4 y F-Mlit bTMv%e>ti-s^;i/^ ;^«±ibo 1 , 

2-x^>^5 1 ^--;K 1, 4 -ztZyV+lr-frtkZ ©#^ET<5D^StCJ:S 
[0 0 19] 
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[0 0 2 0] 

^tt«SHfi ; fel»lll't-*r4:K:J: »J S^cd^^ 

Ci^^^Ii©WaUT», J«T©a) ~e) JCfS|£3 

a) M. Bodanszky &<fctF M. A. Ondetti % K (Peptide Synt 
hesis) ,Interscience Publishers, New York (1966^) 

b) Schroederfe J;t>*Luebke, if ^y^KCThe Peptide), Academic Press, Ne 
w York (1965^) 

c) Mmmxm, ^^^^(Dmmtmm. amm) (197550 

<o &»mw &&&mm&¥: zat^mmmm u m&2t<z>4bmy* 205, a 
977^) 



2 0 
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e) m&m&vffigi mum j£/ri*;£ 

[0 0 2 1] 

CR&n-Kf SSSSJ^ff (DNA^fettRNA, fSKiiDNA) fc^f 

fliGPCRS3-Kt*DNA, mRNA^0RNAT^»J, -*|T'^ot 
% % -*It-feoT%J:V^ -*«DNA, ^iRNAJfc 

liDNA : RNA©/W^'J9 FT?%«fcV^ — (-tfcfc 
t., n-Fil) TfftoT*, 7>ft>Xl (i-J&t)*), #=i-K«) *£&oT 

ESSMffH rgfPCRt^O^Mj 15(7), 1997fB«<Z>#&*fcte^*l{CfflDfc;£ 
8HC«fc*K *|§iGPCR©mRNA^m3t^tS. 

*^GPCRl:3-Kt5DNAi:btlt *f J ADNA, ^f;ADNA7 

DNA7^^7'J- ■&&DNAODV^*n**>i:V^ ^ >f ^ U - JCttM^ 5 ^ 

;t^f'Jt77-^' zf^y^x F, n ^ F, 7 7-i>^ F&^-f 
*l-£&oT%cl:V^ ±IBbfeHHflS • ffiKSJ: V totalRN A^fciimRNA 

®^£Mi§l'/k%<D&M^TIl^gReverse Transcriptase Polymerase ChainReac 
tion (JS*T> RT-PCR^ililin) }Cj:otfitS^i:%T't5o 
AflsiftJCte, *«lfiGPCRS:3-KtSDNAl:im' SBM## 
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- KtSDNAT»*fttfM*i©%ffl"e%J:K 

IB#[£$J 8 5 %^_h, ^L<iii9 0 %JK±, «fc »; L < tt*$r 9 5 
[0 0 2 2] 

^El/^ra.^- • ^n~n>^ (Molecular Cloning) 2nd (J. Sambrook et 
al., Cold Spring Harbor Lab. Press, 1989) {CfB^£>:£^& iftC^o Tfi & $ 

mM, ft£ h < \tm 19-20 mMT% Umtfm 50~70TC, L < lift 6 
0 ~ 6 5 °C #fC, ± h y ^AIS^ 1 9 mMT'H^i 6 5 °C 

5fcrCB7T084 l:3-KtSDNAtLTB, IB#l#-5f : 1 "?? ^jfo $ tl £ &£flB£[ Sr 
5 D N A & Q 

*«PCR$:n- K^*«DNA©«[3IBB^J©-aJ, *fc««DNAi:*Bra 
F&zr- Kt5DNAmt§m'^<, RNASrti^tSt* 
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&-5V>J±*»«!GPCRB53itRNAi:CDffi2^MS:^LT*^G 
PCR»e^©»3KS:WflJ * WtS^iiraS. «GPCRilRNA 
©3a^S*ifcBB^JK:ffi«»3&3Ky l/*^ F, fc,fctfc*;$8ll!GPCRW3£RN 

a t#M«j{cA-r^u #^;*t-s£fc#*e£*#y va-^Fau ^ftftso: 
rr^^Tf*»WGPCRae^©^&w»- fla»-r«©ic^M-e»»j, 

Bit) fc©|ffl*e («Sft) ©BB^J*fett*©ffi» 

fft3^feSg#S*i«*B^lc*S^^K (MBS) 0>T^ y^£iim*ibTVN£ 0 
*MGPCR1^©5' fig^TtT>^~^ 5' Sg6-/<-*/<y • Utf- 

k 5' n&mmm®. sku^^kwirwi»3k>, geen-F««. or 

FTOji&nFx 3' *B&«TflMK*. 3' *r?U>Kn-A««, £<fctf3' 
[0 0 2 3] 

r>^i2>xj "£%>z>£^5z.£tfx*%&. ry^-izyx • 4<U ls#* FS£ 

, 2 -^^rSz-D- y ^-Xfc^bTV^/tfy -r^*/*? F, D- 

U^-X^^bTV^jKU^^r^^^ I/** F. >*fctttTU ^ 

l^^F#&£Wt-3^©tf&£>#y V~ (M*.^ 7ff|R©*e««ilfe«fctJf^ 

iB^j^wasaiftsKy v-) *fc»4^fcis^fc*ff*s*©te©:Kyv- cm 

U KjKyT-ttDNA^RNAtfajCKffiS^XS A-5J&*i£©^r u 
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2*iDNA, 1*«DNA, 2*«RNA, 1*IRNA, $?,|CDN 
A : RNAM^'J v KtfcSiil^t, $ tC##tflrsK U 3? # I/***- F 

x-h&if) (**l/T--fe\ S*l/T — t?- >f>t: 

;^-m.<DWim&¥) tfeot^iK lit rs*i/3t**/Fj , rzzu*^ 
Fj £J:0« r&fftj Jctffcf U ^ ^>SiS:tftS©*t*^<, 

[0 0 2 4] 

*^©T>^-fe>X • tKU 51^ K (tKtt) it. RNA, DNA, 

V^*#£fir2*lfc^I& (RNA, DNA) T*&£ 0 tlfe^CD^Mi: VX 

^tf-y rf** FTS F©##fc«ffitt©fc©##tf&*iS#, 
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Z?Lfc{m&mmftm-Vm.&<ft*>tlTi3V, Mx.& J. Kawakami et al., 
Pharm Tech Japan, Vol. 8, PP.247, 1992; Vol. 8, pp. 395, 1992; S. T. Croo 
ke et al. ed. , Antisense Research and Applications, CRCPress, 1993 

*mm<DTy^izyxmwite. mt^v^^ntz.^, mm^nr^m. mm. %s 
' ^fc#ip$i±§- zwt*^ mm, m. ^^^i/^i/F^^ut#f 

St5ifc#?§^S, ^ (DM&m £ lilt ft03' ®&£V^*5' *gfC# 

(DmtVXlt, /K'Jxf zi~;k -5 s - h5x^i/>jry a— /i/fc£<z>if y 



[0 0 2 5] 
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OcDNA, ±|BbfcJ^ljS • M$8*5fe<Z>cDNA^-f ^5U-, ^EfcDNAC^ 

J§ • MM «fc y m R N A Wfr MM l/fe.&O^M^T ||[@cReverse Transcriptase 
Polymerase Chain Reaction (J£<T. RT- P C R^i:BS^t*«5) {C^oTifipM 

1) l*fe»I2^rj#-^ : 3 T?**>Stl«»afi»ff D N ACDgP 

^*i6SW&ir'r*DNA, (2) HJ#I##: 1 SfcM:IB*!I«# : 3Ti 

Tfffc^U *»«GP-GRfc*K»K:HK<a«tt (M> >J#> K«r£*Ste, 

3£BB#[ fc^S D N A & £*#JS V^ £ n& . 

DNAtlTtt, «, fe#f## : 1 * fc Itmmm-B : 3 T?*;b $ tl 3 ^SI2 

ratt&^-rSJftXBB^S^-rSDNA^if^fflV^&tl*. 
[0 0 2 6] 

*»i»g p c R&Bfr&mmmzH't&'&f&DN a ^>fy-^Mv^pc r& 
tcfcoTiiMrr<5*\ tJfcttaa^^^^^-jcjia^aAr^DNA&^wGPc 

R<B— gP&5V\&£M^£=r- Kt5DNA^%l<ttMDNA^^ti 
Ilfe%®i:0;\-f7iJ €- ^ a > ic i o tIMt S r i: ^t'^ 5 . ~7 
V #4H-i/3><Djjmt. mZ.lt, ^V^ra. 1 ?— - 9u-~y>? (Molecular 
Cloning) 2nd (J. Sambrook et al., Cold Spring Harbor Lab. Press, 1989) 



2 6 



2003-3033377 



# 



#2 00 2-093045 




[0 0 2 7] 

DN A<Dm.mmm<Z>Mmt. PCRK^®*»;K Mutan™- 
super Express Km (S?g5S («)), Muta n™-K (SSKS 
(ffi) ) &££J^T> ODA-LA PCRm. Gapped duplex 
m> Kunke im&E<D&&&%t<D^m&£WZ^ftbKmV&1imzm'oT 

* £ tetfrMJc «fc y ffifRMlT?^ b y , U L y 0 T«M« i 

»DNAIif©5' *Sgfl9tC»8R|Wi&3 K>ilbt<OATG&ft 
, ££3' ^«flfJCtt»tR*Sflbn K>fcUTOTAA, TGAJtttTAG&f 
LTV^fc«fc^. i*ifeCD»S?BI*&n K>^WSR«Fifc=r K>tt, jg^^^DN 

SDNA^&BflSttSDNAi^yffiU (n) f£D N A|ft 

^^^~*©^n^- ; ?-©T^Jc^t-5ii:{c«j:ysg5t , rsri:^T^5 



[0 0 2 8] 

^^^-^Ltlt K (W, PBR3 2 2, p B R 3 2 

5. p U C 1 2 , pUC13) , fiflfi^O^X^K (M, pUBHO, 
PTP5, pC19 4), f»ft^5X$K (fl, PSH19, pSH15) 

, A*a.UVJA/XteZ<DM®yj)VXi£l£<Dm. pAl-11, pXTl, p 
Rc/CMV, pRc/RSV, p cDNAI/Neo^if^MV^^lS. 

bTJBV>«Ste«:, SR^n=E-^-, S V 4 0 zfU J E- # LTR^ 
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sPOi^"n=E-^-, sP02y 
n^e-*-, penP^n=e-^-^^ m£tfm&r*$>z>m&i$. PH05^ 

D=E-^-, PGK^n?-^- GAP^D^-iJ!-, ADH^n^-^-fe 
[0 0 2 9] 

jKU A#itrsy^;K SS^-*-, sV4 0»'Ji?> (J£*t\ s 

V4 0 o r i £mffi?Z>m-£tf2b2>) & bT %<Z> fcjg d H tfT* 

t5o M7-^-^LTH mtf, KnKffljatTfiBP* (JS^T. dhfr 
t«#t6»^^*S) BUS^F- UVhl/^t-h (MTX) fif'ffi] , T>t?S/ 
U>Wtt3tfe?« 0S*T, Amp r t||ini^§) , *^-f ^>if'K3t 
fe^ OXT, Ne o r ^Hg# > r^^^feS, G4 1 8fffi) ^tfptf&tl*. 
#{C, CHO (dhfr") II^MtM d h f r!^S:M?-^-i: It 

3K©NSBmiWK:#iD'f*6. t^x^x'J t7llt^5^t PhoA->> 

MF a • i/^;i/»J, SUC 2 • */ ^;i/@B#|& if, m± 

£0>«fc3fcbT#i^*ifc#$8l|!GPCR&:3-- Kt5DNAmt5^ 
[0 0 3 0] 
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Xj/i'J K.7MW<Z>Mt{fcfflil LXit, Xi/iiJb7'3'J (Escherichia coli 
) K 1 2 • DH 1 CynS/-^>^X • ytzf- if • ^^/a^-;i/ • T#t^ - • tf* 
^ • if-f x>*/-f X • • if • i-l^i- (Proc.Natl. Acad. Sci. USA 
), 6 0f, 160(1968)], JM103 iS-V *i Vy 9 • Ti/yX' U if 
-5^ (Nucleic AcidsResearch) , 9 309(1981)], JA221 
■V— • • *E l/^f — • /W;tn£?- (Journal of MolecularBiology 
), 120 #, 517(1978)], HBlOl • #7 • ^El^^ 

9- • A4*U*?~, 4 1i, 459(1969)] , C600 C^cr*^ V? 
^ (Genetics), 3 9i, 4 4 0 ( 1 9 5 4 )] iftfJBV* fetl*. 

/tf^^IiilbTti, MAii, • X^;bX (Bacillus subtilis 

) MI 1 1 4 2 4t, 255(1983)], 207-21 

;U • • *Jr^ X h V — (Journal of Biochemistry) , 9 5f, 8 7(1 
9 8 4)] fciftfJSV^ftSo 

@l#£:LTii, y-y%U*?4±X •fel^bf^/m (Saccharomyces cere 

visiae) AH22, AH22R", NA87-11A, DKD-5D, 2 0 B - 
12, l/Wy ^rnvWi2^. (Schizosaccharomycespombe) NCYC1 

9 13, NCYC2036, t?3fT ;UhUX (Pichia pastor is) 

[0 0 3 1 ] 

3fe$c'ffc;!!lJfl& (Spodoptera frugiperda cell ; S iMM) > Trichoplusia niCDPp: 
H&3fctf>MG TrichoplusianiO0fi5fe©High Five™MI^> Mamestrabra 

ssicae^^0$p^^fe«Estigmena acreafi^®$Hflg& £>;fT,3 0 ?-f;i/ 
X^BmNPVffli^it SSl$fcUfHfc#IO& (Bombyxmori N ; BmNii) 
MVAe>n§ 0 MS f HHflSilLT^ S f (ATCC GRL1711) , S f 

2 1HBM (Jg*±, Vaughn, J.L.&, >f > • (InVivo) ,13, 213-217,(1977 

)) fc£#MV*&ft*. 
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(Nature) ,' 3 1 5i, 5 9 2 (1 9 8 5)) „ 

MHfirfWJB&£ l/T&> Miil f-;i/»COS-7, Vero, ^>f— 
AX^-ttCHO OXT, CHOjjM^H&fa) s dhfrl^|ft>f- 
-XAi^^-ttCHO (OT, CHO (dhf r") 0J&£IB&SB) > 
L$fljB&, 7>)XAtT-20, 7^X^in-7«, 7*;hGH3, t hFL 

mm> t hHEK2 9 3MM&t?tfm^t>nz>o 

[0 0 3 2] 

• -^-$/H^-;i/ • T*^- • a*-/ • 1f>f x^SM X • Jtz? ' - If • n-x^x- ( 
Proc. Natl. Acad. Sci. USA) , 6 9i, 2110 (1972) (Gene 
), 174 1 0 7 (1 9 8 2) &¥lzmM<DXmiZ$:-DXftte$Z.}ltfX*i£Z>, 

o 

;]/ • ^x-^^-r y (Molecular & General Genetics) , 1 6 84 1 1 1 ( 

mnitMft i &M?z>iz&, mitt. *wx- jy • x^if^n^- (Meth 

ods in Enzymology) , 194 4 182-187 (1 9 9 1) > ^Xiy — Vy 
VX • Jrr? • -tf • -Tt/nlrjb • T^-?^ - • *zf ■ ^r^^yZz-iX • • if • 
n— o-XX- (Proc. Natl. Acad. Sci. USA) , 7 54 1929(1978) & 

Mfitt*fe«a£5:Miit§{:^ Mittf, ^ n V- (Bi 

o/Technology) , 6, 47-55 (1988) & ^{CSH«©^r i&fC^ o T??& 5 r 

o 

=r-;i/. 263-267 (1995) (5f fjft^f) , ^0D V- (Virology 
), 5 24 4 5 6 (1 9 7 3 ) {Cfai£(Z>#&{C^o Tf?& 3 3 £#T*££ 0 
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izmm £ n § « ifi tit a 7? * u , ■* © * ic «»?g«*E8i#©£ 

mmmthxte, mx\*. vym^mi-bv^^ maw? 

[0 0 3 3] 

,>M£-^t?M9fgifi U^- (Miller) , *?v ->t;v • iff • y ^ >y 

• -f > * ^ 1^3.9 — • i?i^f-f (Journal of Experimentsin Molecul 

ar Genetics) 431—433, Cold Spring Harbor Laboratory, New York 
1 9 7 2] 3W£bV>„ i3lCiBRICJ:y :/n^-#-&^J; <ifr*M*S£#) 
JC, M^il 3/3 — f > F 'J ;i/ V JVWt<D& 5 &mn&lM%. 

a 

3 0~4 0'Ct'»6~2 4 B#W*?& 

(Burkholder) &/J\&lfi CBostian, K. L. ~fUV -Vis f X - it 
•f • ■ j-tsni-jv • Tfi^s. - • • Vf^iyi/^X • iff - if • rz.~x* 
X- (Proc. Natl. Acad. Sci. USA) , 7 7#, 4505(1980)] J?>0.5% 
#1f^ ;S^ftSSD^i CBitter, G. A. £>, rfU*/~W • it*f ' 
if • - J'jj'rS. - • • if-'f x> S/h' X • ;f • if ♦ i-ixi- 

(Proc.Natl. Acad. Sci. USA) , .8 1 #, 5330 (1984)] tf^tf^fi 
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[0 0 3 4] 

ace's Insect Medium (Grace, T.G.C., %4 ^-V — (Nature) , 195, 788(1962) 

mm<Dvmzm6. 2~6. 4 izm$&t sodjW* mmitm^zi-cx 

~2 0%©^4^i&^f ^r-^tfMEM^ [i^a:>;* (Science) , 12 2|, 
501(1952)] , DMEM^i t^J D n (Virology) , 8^, 39 6 
(1959)], RPMI 164 0 igifi ■ Jr? • if • D • 

^ "7 s #>>l> * 7V ^31— a y (Thejournal of the American Medical Associa 
tion) 199 #, 519(1967)], 1 9 9 Jgtffi C^D */- i?y ? • • if 
• Vif^fX-r'f • 7*— • if • #U PjjJV • ^^-f ^> (Proceedingof the 
Society for the Biological Medicine) , 7 3§, 1(1950)] fc£jW§V* 
&*l<5. P H&^6~8^&&tf>/Wa; l/^o 3 0 °C~4 0 

[0 0 3 5] 

±B«««*&*3M!GPCRfe»i«l»t6K:ii, MiSl TfB<Z>#&fcj: 

> ^c^n^ zmz <t u g p c r (Dmmmm zmz z&m±m^ e> 



3 2 



ffiliE# 2003-3033377 



#2 002 — 093045 




z_(D&o iz vxmbnfcmm±m. %>z>wzMmm*iz<g&nz>%immG p c 
Rvmmte, %fa&%m#m • mm^mmzm^t>^:xn^oz\t^xm^ 

i-57m m%f&. f^zmm, &&z*sDs-tfVT?v)vy$ 

F?)vm^mMWi&E<D±£hxft*mi<Dm*m%ir&^m. >ft>^n7 

[0 0 3 6] 

vxmbftz^WGPCRftmMfcxmbfr&m&iziz, n^^o^s 
m&&^&*ftfcmv&^mz&^xmzmk?&^t-ftxi&. mzm.xmht^ 

tbVzfi/y, TJl^—Jl^y F^:/^#-i£, ^n-r^ >3f ^Uzr*/ 

fr< lt4^tS*^GPCRffl?Stt!t iltfc';^ F£tf>&Mrieifc£ 
£ tf#Jlfft# & M V ^ £ x > if A -f A 7 T V iz & <fc y 8»J£ "t S 3 £ # T* # 
5. 

[0 0 3 7] 

/ft u # n -^l/^fls, ^ y ^ n -^-;i/£t#:<z>l6f*i-e& o T % J: v> 0 

[0 0 3 8] 
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T%><fcV^ f^&M#2~6M#JC 101*0, ft 2-1 Ota^mT^fc^-So M 
, 7-yK ■V^#W r e>tiS^ T9X«J:lF9yh«««F*b<^& 

%m (Nature), 2 5 6f, 4 9 51 (1 9 7 5^) ) fCf£^||Jg 

EG) ^-fe>^f-f ^JQsif^tf&|X*^ ^b^iPEGj^JSV^ftS 



fiiM^btit flfittf, NS-l, P3U1, SP2/o«s^m 
tl*3Q«, P3UlAW*b<ffiV%6)tlS„ ^^Sffiftj^M (MM) 

»a#tiMjW]eiR^©aF*bv^^stti : 1-20 : nit^y, peg 

* L < PEG10O0~PEG 6 0 0 0) # 1 0 ~ 8 0 %jgjgG>»K , T?3&&& 



[0 0 3 9] 



3*1, $J2 



0~4 0°C > Jf*b<tti3 0~3 7 
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mVN 0 Mill 1-2 0%. ntL<itl 0-2 0%<D^m%SkW^tiRPM 

ii64 o#ifi, i~i oroomii&ttfGiT^i (m^tnmjiM m 

) ) 7V K-v«p«ffl*Ufit»«M6 (S FM- 10 1, HsfciSf^ (#0 

) *fe£«:JBv*S££#T*£<5. *g#MS&> ii^20~40°C. #*b<tt*lF3 
7t;T?&3 0 tt^ftlSTtt* itif 5H~3MW, #*L<ttlMIW~23aiS!T?&S 

□ SIS 5 %WxTt't!iS: 3 £ £ #"eg S. ;\>f^'J F-vfiii 

_tifH©Sijfii^f *<D%i&m v>m%. t mmz Utl^t^ 5. 

[0 0 4 0] 

(b) ^/^n-f-;i/*t#:©*fig 

«^e»&> >f:*>£m# deae) icj:sMm m&fom. v 

[0 0 4 1] 
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*y r-ge«J:©*^#so< y, ±13©^^ ^D~^^©|g3i^^^ 

#^%©$:ifcD#^i:b^-e^$-l±T ; fei:^^ Mill ? S/jfii» T;i/^5 
:7°^> 1 tC*fU »0.1~20, ^F^ L<tt^l~5(0S[-^T^^;i/$ii:§^ 

[0 0 4 2] 

*WPCR©'Jif>Ki^-77->m iot, *WPCR& 
3-KtSDNA *»W©DNAfclllSSBf . #*8IJ!GP 

CR&C*ff &35i# <J£*T, *»^©^#i:«HH > tS»^*«»S) , *»«CDDN 
AlC^ff 57>ft^^DNA (J£*T> *^B^©T>^-fe>^.DNAi:li^SHt-§ 
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[0 0 4 3] 

( i ) *m%G p c R©at§^ivH3t"rs^m©^R&fe fcitftmn 

a) *»»GPCR4felib) *««GPCRS:3-FtSDNA&, ##§B£GP 

M^.H ^#:|*f{CfeV>T^^GPCRj^M^UTVNSfe«)}C, U 

a) *|§t|GPCR?:Ilf^#LiGPCR©lS:i^lfey, b 
) (-f) *^GPCRS:3-Ft5DNA$:Mf^#b^$*l>3^}C 
ioT, &«'v*» (n) ^fci:fc*fflffiK:#$8lBGPCR*:=i-- KtSDNAS: 

Wt:fe»5iGPCR0i^$t, v#> F<Dftm*ft'frizftW2tez>z.}i 

^t'§5 0 f&frtEK *^GPCR^n-Ff5DNAH 3c£T?ffi#tt&R 
G P C R CDflMB*±, # &C Q>M £ i W3jt T S ^B©^ Rfr£ 

MifrMlZlt. *»l»GPCR*fett*»i©DNAtt, til 

vM3#aift, ttSffiWifeffi, smtfc^ 3§tt**£, g##®3ci!;!£& 

##80J!G P C R &±«R*i: bT««*r**£tt, S^#miC^o TSSSff-fbf 
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Ml>f~$fe%L *7 J t)V : m> xydpi/;i/^J, ^4 Z nti^izfrMteZli LTMnift 

[0 0 4 4] 

hUtfAfci?) &H#;Svm*>*k M^&»»*l«fS9. ($k 
=r-;v) , #-f*->.ttJMS*Stta!I («, atfyy/i/*-h8 0™, HCO-5 0) 

[0 0 4 5] 
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±sa^m»> wmm mxu. vywt&mmm. mm-t-hvv 

mm ?-9-3% \±w, #5/, #=r, 

mmt&ztf, ^pm^©#^ -Mmizwz.it, ftrnmrnm (6okgtit 

) {C^VNT«> -0}Coti&O.l~lOOmg, ^i; L<ttif$l. 0~50m 
g. «fcU^*L<«|&l. 0~20mg» #MgPi^Cig^-r ^ 

Mill &MM<Z>^J£®SM;U£, (6 0kg£LT) Jcfcv\T& 

. -0fCo£,ftjO. 0 1~3 0mggg, ^b<tt»0. l~20mggE 
£V&&L<imo. 1-1 0mg@|g^M^|if{Cj:y^#-r^©^SI5-^T* 

moMmom&b. 6 o k g^^jcmjrbfc*&&^3££#^£ 

Q 

^JMi&Sj^ lPM©i^ -JM&cM;U£> #S*Jft# (60kgi:bt 
) tC£V^te\ -BICO§|&0.1~1 OOmg, $?£1/<&&J1. 0 ~ 5 0 m 
g, e fcUi{g : *b<«^Jl. 0~2 0mgt*&S o ^PKjtCK^t-'S^^, 

£»»©»^ (eokg^it) tc^ri* 

, — BtCog&O. 0 1~3 0mgIE ^Kiiiiao. l~2 0mgIE 
J:»;»*b<tt#&0. 1-1 OmgjgMSr^^fC^U^i-S^^U^T? 

momm&minb, 6 o k g^fey cif ifci^tscit^ts 

o 

[0 0 4 6] 
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(2) xttt&mm 

h*fcfc*i£?LS&<» (0ff;tft£, K ^tfx, tyy, 

l3-F«DNA*fettiaRNA©»1t Ot^Hit) StJBtS £ £#T'£ 
5tf>T% »DNA4fcttmRNA©i«, g£«JI&3 WilglEIMgT^ 

, KDNA*fettmRNA©it*»iV\tt»^3i#3&2fCDate^'*»fai^ Utt 

©#^®y^if y/\>C7V ^Vif-S/a^ PCR-S SCPi (^tV^ 
y (Genomics) , H5#, 8 7 4-8 7 91 (1 9 8 9^) , ?U*/'-P> 
>?X> • if • ±*/m1-Jl - Trfc^- • if--fx>WX • • a- 

X^X— (Proceedingsof the National Academy of Sciences of the United S 
tates of America) ,H86#, 2 7 6 6~2 7 7 0l (1 9 8 9^) ) &£{C 

MA \t. >> -if > /w ^ u ar-f ^- a y ic <fc y gpcr ®^<ST^ 

*feftt3ftfc»&tt, #JxJ£> sMSEGPCRCDflMl*^ 4#fctf»ffi^J:t^**# 

* fc, y — if > A-r if- s/ a y ic £ y m&m gpcr <z>8!Jjii®#jW 
mstifc»^tt, *»*GPCR<z>asw»35iicjeH , r«»s«u 

*»WGPCR©«iB^K:M3t"r*«i«i:bTtt, ^mm. 
. naas, #B*Jsiftf£> mm. fe&m. mn&mm. ta^aa iwr 

So 



4 0 
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• 



4#2 002 — 093045 



[0 0 4 7] 

( 3 ) *ftlgG P C R©»«S:Sefl:S"fr*ft^» Sr^-T * ^ 

fllfctf, (i) *fch«*U»*<oa) ife^u b) #^cogi 
«K c) Bitl^^#ilLfeM : feL<«M, (ii) 

ft£:fc#gBJ!GPCRCOmRNA4£$!J5£t-<5r £fC ##§HJ!G P C R(Z>2gJg 

[0 0 4 8] 

*»W G P C R © m R N A ttJIttft JC ttJ^T © J: -5 IC b T 3 . 

(i) jE^^^itmB^M^ hm%m® v^x, * 

if3r\ t>%J, «fc V &fomtz\Zffi#z ! 5 y b 

> Jttffllvtf;*, »Jfl8Mb#tf*, SJgvtfxfci?) }CMLT> Sim m 

> jS*^M/X, lli/a^, mm, i&Mfcif) -j£!$|S5S5tt 1/ 
•fcUifiM^&niRNASftfBU TaqManPCR^if©#S^ 

(ii) *mmop cR*&m*zmftmMft*±m<Djimz^imis. mm 

Htmmfa £ tl 5 #2§BJ! GPCR0mRNA5: &C b T JtS, «¥«f £ ^ £ 
[0 0 4 9] 

*ISB^G P C RC&fS^lfi&^&SiirStt^CDX * U -->^&, 



4 1 



miiE# 2003-3033377 
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~i2\%mm. «fcy«F*u<tti«Fianfr~6« i isn8r) %.i/<tt-^rati (30 

£tfe~ 3 Hft, b < tt 1 B#l^~ 2 B8L J: y «F* U < « 1 B#W^~ 2 4 © 
Wife), *fctt&3W&«v*tt&ai|$* h UX£l??B#&C&&tt^%£&-£U 
lfe-3fe^M«iftlfe (3OM~3 0t, ^b<lilH^~2Hl «fcy#* 
U<ttlHISt~2 4l|^) > HlgiCtt ^IS*^G P C RCOmRN AIS 

(ii) m^m^mmizm^mm-t^mizmmt^m^mmmzm^^. 

-STOif (lHt~7 0^ lf*l<ttl0t~3BE *y#*b<i* 
2 0t~3Bt) , S^««ftftlC^*nS*»ljSGPCR0mRNAl&gl 

[0 0 5 0] 

mmm®. 75*k>»ik, r-fe^ny^sani, ii^ca 2+ ii 

, »McAMPm »BWcGMPm >f;i/b-MJ>|SM, ffljglK 

M-t&m&*fc\zma*&m&&z) &wa*«fls#*, (n) *»«gpc 
r © & s s r * c j: y , mmmnmm®. & mm 3 * s f t&m r* & s 

o 
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«9!C P C R©»«it*C3eH^*»5*K:»1-*3S5^Tffi«ttJ!fe^Be • tea***: 
##l£GPCR©»tB*££Bm?**&*fcbTfck 3F3cffi, 

[0 0 5 1] 

nmiz&mx'gZo mx\ts mfc&®z&m&m\zuto mm 
n> mm. ^h^;k mmm, m^m^i£tt%iz-mizm^^^ 

mm, x^frm&zizmm^zzt&T'g&Wi-MMtLTte. 
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mmmm & £ & « » »»» s * * & z <z> m^ommm m tctotMtsr 

, #j*y®.n-mffi®ffl ^UVM-hso™, hco-5 0) 

[0 0 5 2] 

-taaeum, msg (m^ii u^iKftflim. Mtt-hu* 

mm (Mpti*. 7<yK ^tf*, tf-fr^r, ty^, -f 5?. 

!CJ:yjS»tt*S««, feniK-£©»-&> -JK»tc«A«, ^^ilf (6 0kg 
JllT) tefc^TWu -HJCotftO.l-lOOmg, ff*U<tt»l. 0~ 
50mg, J:*J»*L/<liJKrl. 0~2 0mgl?feS o #lPfi5}Cg#tSf^ 

V^&, — BSCo^jffrO. 0 1~3 0mgtE ^*KM0. l~20mg 

mm. *»;»*b<ttji&o. i~i omgms&swiwsitfcj: 



4 4 



ifJ§E#2 0 0 3 - 3 0 



#2 00 2-093045 



[0 0 5 3] 

( 4 ) g p c r tart 5 u K©ft*t*fe =t tWMW:#8s 
£ b $ ti g p c r <z>«te je-t s r t 

M^TTS r £ Sr^fci-Stttt^EfcO^WG P C RCO^S^^fi^-tSo 
[0 0 5 4] 

_hSa (ii) <Z>j&K&»CfcV%Tfci:, -^©m#«IS0^G P C R®N*gtf 

ffi#©3fr##^G P C R<DCl®mzfc}&^&ffifoX*&£Z.£t>m£ 

Fab\ feSVUiF a b W^&J^T^iiV^ 
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[0 0 5 5] 

c 125 n , c 131 n , c 3 h] , c 14 c] &ztfmv\<oft2> 0 ±mmm 

Mill y -;i/SPS^ ^>7i'Jx >fcifjWBv* 

«ST* 5 bJ:v>„ iMfcbTte, y^rn-x, ^=ap>;h^>, -fe;i/n--*&£tf>^i# 

[0 0 5 6] 

^mmwy F-f y^SfelcJ:* #2&fiG PC RCDaHjesfefcfc^Ttt, i#cMJS 
£ 2 &&/&icjs fetis*^©^ y # n -i-jvmmt. »gp c r©*S-& 
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o 

J»^T?tt, tt^*©£lK£*tt3fldK£ Settle** bT*#»K:Sl»S-ftfe 

©*>, *sjs0S^s(f) wtz.m&istzmmmm (b) ii^^b ( 

B/FfrW) > B, FV>f^ftfr©«»*&8![£U ^&?£*© MM* SCSI'S 

3-/1/, Hrffifit#K:^i-5»2tn:«tJaiifS:Mv%«»Effi«S, fc<fctf. Iliftfcl 
T©ffifbtni#&tfv%5j&\ &<5VMi, mim#«-eT^'ScD%©§:Mv^2m#i: 
0T@ffift&#%ffiV>S|Sffiftffifc#MV*&ft5. 

#£rafcM-££-fr£©^ H«fc«*&dMr*"6. #C»C> V^fftfr©«©*« 

r n e> « * ©^a^amjeas & #3&i» ©^s#& Kiauii *• * k: & & o t # 

B0©&#, *fW©«£tti&5lfc3ft;fcv\, fftfH©*8iK:fe»6a»©*ft 

> »msica*#©a*©a«»rej»ft»itT*»wG p c R©«^&«ii-r 
ft#j:v^ rft6>©— ^^#f#s©^jWtcov>Ttt, mm. $,m&£*^m 
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&wfe&i (nzwc) m^mu. mm^i^n) > ^jwmm^m mm^m 
m^mi imsm) m^wffi. mme ti&mf) . r M ethods in enzymologyj 

Vol. 70 (Immunochemical Techniques (Part A))> IHiifVol. 73 (Immunochemical 
Techniques (Part B)), MM Vol. 74(ImmunochemicalTechniques(Part C)K 

IHS Vol. 84 (Immunochemical Techniques (Part D : Selectedlmmunoassays)), 
f^llf Vol. 92 (Immunochemical Techniques (Part E : MonoclonalAntibodies an 

d General Immunoassay Methods)), Vol. 121(ImmunochemicalTechniques 

(Part I : Hybridoma Technology arid Monoclonal Antibodies)) (J£*_L, T;fr:r 

^ ^ ^ WXliTO * if 5 r i: 1 5 = 

[0 0 5 7] 

x. mGPCR<Dmm<Dffi'p&&mzzifcMi!?. mGPORcomt^± 
, mz^u^^mMnmmmmmzmm^^mmizmmLx^^mm^^ 

^fc, *&mGPCR<Dm&<Dmntf%im-£nt=.m&izte > ^gpc 
R<DMfflftmcMm?&mBizmmLx^zni&'&tf'&i<\ ^fc^^mm-rs 
«r tgffi tf-m v % t m mir & z. a # Xg £ o 

*$&WGPCR<Dmttt£fcMi&-tZ>%k&£hXlZ, m*.\t* ^BS3e 

So 

*mwGPCR<Dmm&mcmm*2>mB£Lxi*. mx\t. mm&m&Mm. 
, mm* $-?m. nmmm, mnmmmm. muee. mmmm. mmm*. nm. 

CO 0 5 8] 
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(5) &&mGPCR£Vffy ^t.(^^^mt^^it^m (r^h, 

*»«GPCR&)B^6^ *feJ*JlB«lit.a©KGPCR»33l*ft«ai'b, g* 

, r^*FymMM. yttfrzivymm. mmftca 2 +mm. mji^camp 
ffl^cGMPm 4 ji/h-frvyrnmzi. mmmmnmm. mmft 

m.&g:<DVymfc. c-f os©?g» pH©flrpfc£&te3i;r<5?Stt*fc« 

xb) , (n) &mmmmm&&mhi3i^{£<&m (v^kps, ^is^gpcric 

*ftS7>^=T-Xh) , jB-79->£#$MliGPCRfca>*g-&#«:if 
(ii) ^iGPCRfcjS-y^-^fii^Mil^iStfei^ 

i: ©ifc« & & e> r t. & mm z. •* & & -r 5 - > a *»w g p c r h <dm&& & 
mt £ it & it&w * fc & * <z>m<z> * * u - =. y tfism z mm? z> . 

*$m<D7.9 V--y^mKi5^Xlt, (i) £ (ii) ©Ifr&lCfctfS, M 
*^G P C RWS ^ -77^>0fi#i, 

It, ife«t*21ift»ti:«. 

[0 0 5 9] 

-75->j3i & G P C R tc»«l S * fe#^JC W * , 

Ufej8-T9~>©RGPCRfC*ff U JfclWar 4: 
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p-T^-y&mmm&fcitmmmftKtt^&ffi&mzwfeh, ^mir^^n^ 
mm t. ? & /s -y 9 - y t g p c r h £ -££ -fb-^ft * & « 

^ilJCfcoTMISJm-hiC^bfe^B^GPCRiC^M^iirfc^^, 

3 3 ii lC <£ o T jKfJfij«_hK:383SI b fe*5§0^ G P C R izmm a tf & , 

^Lfe/3-T9->©^GPCRtc*fi--5^*Sr^b, JttR*T £ 3 £ 

a a t s & - r 9 - > t m g p c r t <d m& « & sea: a s ^ m * & « * © «t 

tf)*^ y-n 

[0 0 6 0] 

G P C R &tft5llffBtCfi!§-&fc^i:, *»l!iG P C R SrMttfllf S-ffc^ 
ttfc J:tfttHft#«&#»lilG P C R SMtSllJSfcii^tfci^Cfe^l. 
> *»WGPCRS:^UfejWiIfiDW»?g1£ (filiU T9*K>»3B«, Tiz^ 
nU>58!«, UlfiWCa 2+ « «McAMPm IWcGMPM >f 

y 5/ h y ffl4&Hgtt&£tf. fflflSftSBSt© u >Kfb. c - f o s 

Jfr&f 5 z h &W«4i'rs U # > K i:f G P C R i:«)»^tt&3E-fbS*«fl;^» 

mop cRizmm^r=.m^ti. *$&wg pcr zmmt? &fc&mis*xf&m 



5 0 



ffillff 2003-3033377 



#2002—093045 




y Kt*^iG p c Rtffl^lts^sf sfli^t* &tt-e®so^^ y 

[0 0 6 1] 

G P C R § % © T? & tl fa *l CD %» C7) -e & o T % «k V \ :&3&HJ! 

[0 0 6 2] 

mcM^£*l£fcGD-e&&V% 0 M^llT;t^1^DNA£mv^ ; fc^ 
, ^GPCRSa-KtSDNABi^SfiittaBCiAU ^*l£>£3& 
^£<#&^£1±-5£#>{C&> IDNA^S:SS(S:fi^tS;^aO^>f^^ 
fCM^-S^^^^JlS'^^'^X (nuclear polyhedrosis virus ; NPV) CD^U'v 
FU>^D€~^-, SV4 0fi^O^n=E-^-, U bU?4 frZ.&ZfU^- 

h^tfntf^Oi^^n^-*-. s Ra:7n^-*-fc£©T*icffl#&tf<z># 

tfX'g&o m%.l*. ifcUR CNambi, P. P>, if . 2»_^;t, . ^-y . ;Htn^A 
)V-Jrm,bV- (J.Biol. Chem.) ,267^,19555—19559^,1992^] JClB^tf) 
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fcJ:V*U MGPCR£^1-£i»I&£MVAT ; kJ:<> *fe»GPCRmt 
[0 0 6 3] 

^ssmiB^^bT^ m^mhtc^ ^n&fcik%\<D^mT*m *>nz>M%& 

mtf&<$&ft%M<fr<?)Z.}l1t^t> 0 Potter-Elvehj 

emm^^i-^if-xmB^hm-t^m. y-vyy-fi/y v buy 

(Kinematica*±|g) <D£2>Wm. M^U K «fc 5 7 

Stf^fcl/TjEV^ft-So ttl#I5:{SS (5 0 0 rpm~3 0 0 0 

r pm) TfJiWrlBI 151^10^) _fc» & 3 & Cffifc (15 0 

0 0 r pm~3 OOOOrpm) ^31^3 0 #~ 2 B$IfiJ3&fr U #6>*l>££fcW& 

m®f^i:i--s 0 «Kif^*Kii4, ftmist~*&WGPCR£.mti&m&<Dvymg. 

#28BJ!G P C RSr^f SlBilS^lftBf^^KG P C Rtf)*&4, 1 U 

1 0 3 ~ 1 0 8 ^T*feSCD*W* b<, 1 0 5 ~1 O^^lrfe^^^WJi^^^ 

[0 0 6 4] 
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£_LiB<Z>a) ~c) fe^Jfi-TS feftJCtt, la&^GPCRI^i:, 
#JliGPCRB^lttt, 5c^S©*l6iGPCRB^!l)\ * 

JUfcttlCtt, t.*#mGP CR£.<D&'&&&&fcZl£ 

m&%mm'tZ>° Av77-K&^ pH4~10 (I*KttpH6-8) <DV 

Ri:(0J^-a•$:IS»b^v^A^7r--l?S>t^^^v^•rt^-e%J:v^ o 

BlftT% CHAPS, Tween-80™ (^S-Th7X|±) 

t'ts, $£>ic, ^n^r-^ic <fc£ i/-fe^*-^>U^f> F©^&#P^.<5 gift 
t-PMSF, P>f^^>, E-64 (^^5=- KW38ffi§8) , ^zfxzryftZ 
<D7'UTT-lZmmm*&m-tZ>Z.h*)T*&Z> 0 0.01ml~l 0ml©tl/ 
■fe^#-?§$[JC, (5 0 0 0 c pm~5 OOOOOcpm) (DWMlstz- P 

-79->£»HU HH^Cl 0~ 4 M~1 O~ 10 M<D&,mt&® &o it 
n^^M (NSB) &fti«fe«)K:^:3i*<z>*««©jS-r^~>S:iWA.fcM 
Jfo*3.-7~%mM-tZ>o jRJE5«*&0~5 01C, ltb<ttl!4~3 7iCt% iffr 2 

o^^2 4m M£ b< «^3 o^e> 3 mmn-oo rr&* x^xmrnm 
• st-rs*jBt««3a5v>»^©*^>N(B 0 ) *e>&4Mtt&M (nsb) &§f^fc 

(B 0 -NSB) £1 0 0%tbfeH, #Ml$Ml=r* (B-NSB) # 
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[0 0 6 5] 

Jilt, »firtcAMP£/8, »cGMPm -f y $/ h-;i/U >gfcM£, 0 

jftmtidEtt, «ftMBfe© u c - £ o s ©isttft, p h©(bt&£ 

So 

0*^gp c r &ttsm> _hia©iisi^.M^^G p or &*$8b&jra 

tt*Mfr&*fcb'rtt, Mill ^y^F, gS, Kttfc<&4k 

9&B£&fe «wa«rffi?R. ffi«»«rm*, »*«a«»rffi**4f««Mv^&ti, 

[0 0 6 6] 



5 4 



2003-3033377 



2002—093045 



a) |gfflI«feJ:tJ!»MI®i 

Hanks' Balanced Salt Solution ^zTn^M) 0 . 0 5 S/jfoitT/I/ 

b) ^Ig^GPCR^a 

^:|§BJGPCR?:^JS$-&feCHO»S:, 1 2J*:7l/- MC 5 X 1 0 5 #l/ 
^T*$&<ftU 3 7 C C. 5%C0 2 , 9 5%airt'2HHWfet)ffl. 

c) «3»/8-r^-> 

*?JR© C 3 H] C 125 I) , C 14 C] , ( 35 S) ftW«ibfe/J-75 = > 

d) 0-7^->*8!MR 

Mfcfc*J:3K:»iBU -2 0°CT'^#f 
[0 0 6 7] 
2. tBJ^St 

a) 1 2«W^l/-h(C«tfc»GPCRMCHOlJ|S 

, »36ffl««f*lmlTf2|Bafi»Lfe*, 4 9 0 l©W^MM®M^#7tiCiU 

b) i o" 3 ~i o- 10 M<D&,mt&mm%L* 5 u. 1 nne-r^-y 

««y#>K&0.2N NaOH-l%SDS«U 4ml0»>^ 
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Percent Maximum Binding (PMB) &&<Z)^' , ?$£>&. 
PMB= [ (B-NSB) / (B 0 -NSB) ] X 1 0 0 
PMB : Percent Maximum Binding 

b : ^.^■mxtc'mom 

NSB : Non-specific Binding (&4Mft!£f'&ft) 

B 0 : ft^M^* 
[0 0 6 8] 

a 2+ ^H, HMcAMPm McGMPm >f;^h^U>ll£ 

J!BGPCR{C*f-r<573n*h) > (D) ^HHM^'lt^^b^VN^^ (v% 
t>*PZ>. *#^GPCRlC^tS7>^J-^b) , (A) j8-7^->£#l& 
EG PC RfcCDj&^:ft&tf (n) jS-77->t*^ 

#*8«G P C R&C*f*3 7 ^-^ h tt, *»WG P C R &C*f*3 U #y KT?* 

GPCR IC#* -5 7>3f^hH W G P C R &C*f* S U # > K 
T'l>5i3-77->MtS & 5 £ i: £ £ © ,3-7^-> 

p-T^-yt.&ftWGPCRtLtDffi&ttzmm.vzfc&mt, *»igpc 
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0 -r5->t*«WG P C R £<DM&tl*ffi'PZl±2>% l &m*. *&mG P 

vn t # e> ti s (D*»re g p c r icarr 5 r =r-*. b * «® 0 -r 9 - > t. 
wgp cRt<D&&±i&#&'*&4t&m&tt\t*<Dmx* Roseau * 

a,, $c»& w^is^ifem, «ra«us, ntt*$£* smnm 

®*|8iGPCRiC^t57>^=r-^h^tt(DiS-77->i:*^iGPC 
ff, e>o0, SBtt^WPW* 4£jftl±, gMRBlt* ttJBMH*, 

[0 0 6 9] 

s 0 rn&i^cfiW**»«^tt»^snfc«8H©*S3&#Ji««#&4x«J: 



5 7 



ffi|iE# 2003-3033377 



#2002—093045 




hU^AJ&if) &if##v^*u »Sfc*«Witfl&aiU r;i/n-/i< (M. 

, #M*>ttliTOSttSI *'JvM-h8 0™, HCO-5 0) 

[0 0 7 0] 

±bb*uu mm U5/»aai««, «ithU9 

(Mittf, 9vK V?*. fc^S?, *n, >fji, * 
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• 



0.1~100mg, ^KttiUll. 0 



50mg, «fc»;« : *L<»*&l. 0~2 0mgm #ftP»tC«#t*»^ 

ft»ffl©»"ei*a»«^.«, (eokgiibT) 

V^Ttt, — HICO^^O. 0 1~3 0mgm KliifeO. l~20mg 

mm* &vm&v<imo. i~i omgs«&»i(a»cj:»jfi#n©^ 

[0 0 7 1] 

BSIK 

WGPCR&je*'r*££lC«fc<5* «MlCfe(t §*!8iG P C R©i5:^$ 

(ii) *HiG P C R S^IlKiMS^Lfct, SOfiJ*iiff# & ¥ 
16b, Iffil^t:^* ft§$i«G P C R 5:^itS r t ic ffl£&lKlc& 

£#$1*3! G P C R 0D4 £l£<ffc 3 * V - — > 

(iii) #^tl h«f?Li&%©a) jfitfft, b) ft£(Z>MH& c) Mfr & feffiM 

(iv) #^^G P C R S^tS^flgiMS:^ t bfet, ^JffiSgfiSsS: 
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c r o* zmt £ ^ * u - ~ > fcn^-r § » 

[0 0 7 2] 

(i) iE^s^^m^^^t hm%mm mx.&* v^*, * 

•9-^, fc^S?, tfS', *=U 1f-;v&£:\ J: yj*#»icW:Si*9 y h 

. jepv^x, uM^b^if^ aavj^ftw ic^fbT. mm m 

mwL&z) ^tc»»u Bin, «««»svM*jttiia&a«b, (m*& 
, hn>xioo ra , ^-f~>2o™^if) ^if&Mv^ zbK&fo&m^m 

BI##<^Si*l£a£0>^£&V^o jWIS<Z>at»*«S4:bTJi, Potter-Elvehj 
emM^^^-Y^-T*M5:f¥blt-t^> V - V > U > V hU> 

(KinematicafriJQ ®Wm&C£3?&#, 7 V UXft 

&#££bTJ8V^*lSo «ffitf&ift&4&& (5 0 0 rpm~3 0 0 0 

rpm) T'^TO (MS. ffi 1 45— 1 0 £0 Jt?j}&£ &SC«*i (15 0 

00rpm~3 0 0 0 0 rpm) T*3ifl£ 3 0 #~ 2 ftlSH&b b, #&*lSSfeiR$: 

K>f y ^x^^v^ay h»T ft if *c J: y tit 
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(ii) *»WGPCR&»«i"*^K*«l*S:J:ia©*«fsK:«'V^fN8U M 
[0 0 7 3] 

-i2 ^r^tu> j: y u < i ^ratfr- 6 bunko % l < ( 3 o 

dsHfe'v 3 0^ b < fcfc 1 B#H5^~ 2 0t, <k b < & 1 B?ia&~ 24H 

ffe— JfeBH&iffitfe (3OM~3 0ft, ^L/<lilWt~2Ht, «fcy#* 

r £ ic j; y ffjfc 3 r t 

-fcWIHM&a** (lHt~7Bt, ^*b<lil Bt~3Ht, *y«F*b<» 
2Ht-3Ht) , $H^{Cfe^S*^^GPCRCDA$:Sfi^§3i:{C J: yfj 



(iii) iE^feSV^tt^JR^/I/^t: hPSSLSJ* (M;ifc£> 

ty*?, tJi/. IJvt'&i?. * tlAftflSlK: tttfcft^y 

«, MtKxM^ tftfa^, -jetfWftifi 



6 1 
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(iv) «GP C R &»3K-t&^**iJI^&fflV^'r H«CD#«S: 5 3 £ 
[0 0 7 4] 

tt> (^f) JWJteJRK:fe^**»WGPCR<z>*S:JiriliS**i4:K:j:y, Gga 
^/ay>3WI, HMCa 2+ Ii, ftMcAMPm lilftcGMPm 

>f y s/ b -)v v >mm£~ liiitu, mis^ai© u c - f o 

iir^fb^. (n) i(WJiaj|||tCfeWS*»roGPCR<3D*«r«iI>S*Sii:K:J:y 

£jg%fc*f##tfe>*u £ft&ft^*«*r«fcfb^%T*&oTfc £v>u <&*ti© 
iii ic & w & g p c r <dm & mua $ s d i: jc £ y , mmmmm®. & 

mmz-&&fc&mz. *ftmGPCR<Dftmm&icmm-t$>mmizM?z>$c£x* 
®m&ttm - wmmthxmmx'&z. 



6 2 miIE4# 2003-3033377 



#2002—093045 



[0 0 7 5] 

A^iz^^iflcMSit-<5Cii:^T*^S^iIlMi:bT«, Will ^ 

hUtfAfci?) Jfc^*««v>6>n, a^fc*#««r8U Tfrn-Jl («, 

3-/1/) , #M^>'tt#M?S'»J («, JKV V;i/^-h 8 0™, HCO-5 0) 



ffi!iE*f# 2003-3033377 



2002—093045 



• »aantt. vymmmmx* nm 

y&& . t^arr/i^v, *ux^i/>yya-^ft^ 

ift® 7*;K v**, fc*57, 9t/* *a, -fs, * 

tc«fcyfSJ*tt&*tf. ttP«#©»^ ^S3B«# (6 0kg 

£bT) ICfc^Tte, — HICO^^JO . 1~1 0 Omg, »*b<»*&l. 0~ 
50mg> *U#*b<tt»l. 0~20mg^. #^P^{C^#-t^>#^ 

ftlti©^t'liIffiH dMH**# (BOkgfcbt) tc*3 
v , Ttt> -Hlco^j^O. 0 1~3 0mgiE »*b<»^0. l~20mg 

mm. *y*F*b<»»o. i~i o m g sfi^Mtc a y t#t s ®*w 

tte-efc*. mammon*, e o kg^&yfc«#ufc*&«^*53i:# 

[0 0 7 6] 

(7) ^WGPCRJC^-rs^Sr^bTJ&SBS^ 

mwcAMpm wiftoGMP4«, >f ys/b-^y vMfe. mmmn 
&mm. mmftm& wavy nit, c-fos©» phcist^^^i 
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ffifE^ 2003-3033377 



#2002—093045 

tc^iat-s^m (iK.ii Mi&aii^n^ mm. t>^m* nmmm. ism^w 

IMF. -©JfiU±> Hilt tfiMMfe 2®**> ©^fifr 

[0 0 7 7] 

(8) #3§BI©y>^iZ>*DNA£^tLTfc£^i 

&$&m <j> r>^i2>^DNA«, igpcr £ tc @ a *r s ^ 

[0 0 7 8] 

(9) ^^©DNA^Alfr®©^ 

^©*»fl©DNA (WT. **»O^DNAi:«gBt«. 
) JfettfC^DNA (*«W©Mtt«HDNAh»iatSi^**) & 

C 1] *»l!!©^*ftD N A * fettf ©SESD N A Stt MHJMMfc 

C23 ^tMMW^'yfWT'feSl CD S3«©l&«k 

C 3 3 -!fy«iW7^^^cli7yM^5^ C2] SBI£©lfr^ fc^O* 



2003-3033377 



#2 002—093045 



C43 #&ffi<B^*ffiDNA*fcl4-t©3E*DNAS:-£^U HffLIWC^T 

^^oDNA^mtfiiieia-rs) s»ip. 
uifi-^s-erariiicicy^woDNA^s&^^^m^sriifeT^So 

9^#M&4*yMMk fcUfcttT?:* <#!;*.«, a»£bT, C5 7 
BL/6 3MJS, DBA2»H, 3£$»£:bT, B6C3F^I, BDF^ 
B6D2F 1 #85, BALB/cm ICR*»Wfcif) tfctt^^b (« 
jttf. Wis tar, S D&if) fcifjbW* bVN„ 

[0 0 7 9] 

. m$®£5kte& jt#»ictt, mo)m.m^<D 

lifDN AtlTtt Mm&##)!$ G P C R it 5 D N A &5ftflt U 



miiE# 2003-3033377 



#2002—093045 



H»«!*»9iGPCR©«IB«:«r«*r*GPCR«:»*S'tt«DNA«i 

H) ffijfecoDNA&^S-e^S^a^n^-^-^TSKK:, *WbhDN 

©DNA«%^"r*DNA«^BS?L»*S:fffflt-*ri:« t 'et&S. 
[0 0 8 0] 

jiflaoDNA^wflf^jas^^n^-^-iibTtt, ®^>f;i/^ ( 

i£, J^fcSSfeJ&BH^jS, $-^>Kl, Kl 0fcJ:tfK14, n'y — Jfy I 



ffil£4# 2003-3033377 



) #2 00 2-09304 5. 

^u-fe^'-fn^^^-^ i e 2 , i-bV 

*A#y V&TTJSsyZ VyWtitmm (N a, K-ATP a s e) , -a.-n 

7^f7^>blf> *#n^2|-*-f > i fe^i i a, ^^D^nf^t- -t? l 

|I»>f>Hlf^- MHC^7^IMI (H-2L) , H-ras, I/ — K 
-rU >|S -Tfcfftfl, ¥«J8»^**S/f-^ (TPO) , *^K*»kR 

ifc<fctf2, sxy>3HMi=Hk fn^n^ux Thy-i, Affi^n^u 

>, (VNP) , jfiL^T^n-f KP3>3K-*>K ^^^Dfcf>, 

t>f b^^O^^^n^-^-, thWFIl^la (EF-lo 

[0 0 8 1] 

9>fS/>^S/^^/, XVWfr- IlDNAffl>f >M3 

^U-^yy./ADNA'o^TfeSVNtt-asaUT, ^fettlfflflU WW. 
ffll&U iUH^IHJfifiAR N A £ y 'AftKDHmz £ y MiS^ tlfeffiMD N A 



6 8 



ffi'ffl£# 2003-3033377 



# 



#2002-093045 




#Bfl&£ «fc tWM«fi© , r«*T lC#HfiE , r £ «fc e> }Cfit^3 US „ D N A«#«<0^ffi» 

fW^T, * <DW%-MM& & tf#iWfl&© "t^T tC*»W©^3fettD N A 
tS^t^tS. ^0J5©^ffiDNA^^mv>^r<3Da<Z)i&^©^» 
*<Z)E#«Iififi J: Wifflfl§©^T C#$8IJ!cZ>*tefettD N A$:tt5 0 

D N A fcSSefiJCfitffr-r « rt^lt, tDN AMii £ LT jtit©0W3g 



(Ol&^&^SSf -§> d K: 4: y iT^T©^»^D N A SrSasUc^-r 5 <fc e> 

[0 0 8 2] 

S*6*iTfey, W«tt©iE«DNA0«SIBS:ffi3i , tSii:K:J:yft«Fa9K:*» 



6 9 



2003-3033377 



^ #2002-093045 ^ 

p c R<z)i|fSn^?:^^-& ztfrio. *&Wo p c Rtc^i-s^micMt-ste 

ftDNA &5S5JfeJC-lR#+* r i: Sri^btgDN AMttt btlf 
xl*9*htt, if© D N AX^^Sf: i o t^St 5 r i: 1 5 D 

mmmm ic as w s ©n^ d n a m«i«sls&«; ©e^jw * 

#:jWJS©^TKl#« , r* A^KlWISSn*. DNAifg#^©#ffitfr^©]E^« 
KZ^T:*38t!l!©IS#DNA##fc^S£fctt. flsffitt«J©^-JR#£T*©&# 
j|ijefeJ:af^llffJte©^TK:*«ra©S«DNA&^r«wi:&*l*^*. 
©^ttDNA&gWUKv^^i©*©©®©^*!*. -tC0E#*BJS«J:tJPfMIIIJfi 
©^TK:*»«<DllftDNA&tt«. iADNASffiBaSM©l®#K:^* 

^DNA^ts^^tciiifttsrh^iSo 

[0 0 8 3] 

IGPCR ©atB^f £ & 3 £ £: # & >J , * ©^^^^^ £ b T 

G P C R0«*^*ffl^fiffl*»«»O*Sfe*tf-©******^ 

it e> r £ # nm"e& & . 

|GP c R©»IB^flH£a^3£JC^»«*»W©^G PCRCiSiE^GP 
CR<DWlMM^ (dominant negative^) MtS^t^S. 
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C R<D*BM&lk&ti'*& Ztfrib. *HlfiGP C R<Dmn*m&M?fij£&£.tt<t 

"(|)*ai<obNAti»*«©ii*©DNAtiU<B:RNAfettftd<fftS^ 
*fel±DNAICi:y^S^c*ISiGPCRI:Mt5-^C4:5, #2&fgG 
P C R ic J: »J If Ml® IZftm & £ v ^ teiSttft i*-S##&f9§GPCR£:£> B5 jt'ffi tc o V * 
T<Dffi$r. 

(ddna &;rr &mm<z>MM*umffi.mmm&ffiK iyssu 3*i<b l 

, *«WGPCRK105*^*^«^7 s ^©#l»»JC«WSa:y»j|IW«S3»a 

af©se«^jw#3iitcj:y, iibfeDNAigii]s©m 

c Rfe J:tf*co^MjWW©fe«)©^«r«iW^5*t»i:«s«. 

£*>&C> *^^CDDNA^i&%&MV>T. #3&lflGPCR<Z>flMB*«H£3PF 
JSffi&-£tf, *»WGPCRK:H3St'tS^A©*&»SI©l«»S:ff«i , 5fe«)K:, Jb 



ffi§E# 2003-3033377 



2 002—093045 



iB(0#*ttDNA$&5i'«**-&Mv^, #389! G P C Rtfm&ir Z>mB<Z> D N 

[0 0 8 4] 

(10) y vVTVYWim 

C2] mDNA^UTK-^-it^ (M> ^iifi*®i3 -if? 9 
IS-?) &#At-S^^lcj;y^^$tifc^ Cl] 3®IB«©K»JWR 

C4] #fci MSSL»*^y#S&ftT?*>** Cl] 3CSB«©EftjWllS, 

C5] tfy-mW}W~? i J7.-T:%>Z>% C4] ^fB*©)K#m> 

C6] #«9!©DNA*^Mffi'fbStl.fc*DNA»^^t Mt&tfr^U 

C7] idna^^-^-i^ (M> ^»»a3R©/3-^f9^h2/^-^at 

C9] ^y»W7fxt^5$ cs] mmmcDi^ hm%mm. 
ci o] # C7] mmmomm^ &,mik&®*& j *^ hk- 

m#;*5^-r^#^^©DNAicA^^lc^M&*x.sr £{c<fc »J, dna« 



7 2 
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#2002—093045 



[0 0 8 5] 

'*»W©DNA^nSttftS*lfc*fchTO»«E»IIIIJ8l (JKT. *»i©D 

*ttmiiirz>mmm'&i&m*> &£v^*i a c z (B-n^vYs/x-nm&fr 

). cat D^A7aiXzi-;i/T-fe^;i/h^>X7x^-if5t>g^) S-ft* 

fc-fS l/jK-^Ht^^ftfJA-r »Jx*y 
*svxttx^y>lffl©>f > hn>»^K:ae^©«s#S:»«gS*SDNABJ?ff ( 
fill polyAfffln^^fcif) &#A.U ^^ft>^-RNAS# 
jaT»^<nitlCJ:oT, ife*»K:ae^S:**'r*«fc^K:#SibfeDNA 



|©DN A±fe § V^*-£©5E#<Z> D N AfB?rj£ y n - y £ h fciMf > y U 
rO^^ -ftMRKHSIB U fc*»W<Z> D N A JK^©a£««g«© D N ASB#J£ 

ffilUffimi^C J: y*M©DNAS:^M$ii:§7C©E SAWS*: I, 
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#2 0 0 2 — 0 9 3 0 4 5 



7 B L/ 6<DnmM<D'PteZ*W A/ 2 £<D£*&Kl,fcy&SlbfcB DFj?-? 
X (C5 7BL/6i:DBA/2t©F 1 ) £Mv>T^:£b£ : fc<Z>&H : k.gye : SC 

* r tifiWMc 8 SSWMBE znm b JSffifig * b T M v > £ d i: *c * y 

[0 0 8 6] 

TV^CDtcfcfbT, l=rnn-S«©ESsmiiaijR (i5 0i) T?$iffr<Z>T% 
fey, «§&c^M(Z>^ £ "srtg&c b £ ^ £ ic £ y*&£&#<o#ifflW::*«Jcit!ia* 

#»cz>a[©^tcj:yff^ dt^Tfss- #e>ti§E sintt®s&#ftttiEffiR<z> 

1 o 0 %^M* bv%#, «ffit©BR©«»3®»fftf^^©M«±ffi»*»^»- E SI 
n = 4 ot* asanas) tcH^^n~~>^i-sri:^M^bv>c 



BiU^ 2 0 0 3 -3 



#2 002 — 093045 



\% y sTommmm<D£?&iM : %&7j-#-n-tT*LiF a-iooo 

OU/ml) #*TK:«ll3tf^*§l#rt (f*KH 5%^^, 9 5%2^* 

fett5%»fft, 5%^m^x, 9 o%^> t*^j3 iv-emm-* s&£<z>#*re 

fg#U MttmziZ, h'J^VEDTAM (IfO.001-0. 

5%h'J^i/>/0.1-5 mME D T A, b < 0 . 1 % h U Zfl/>/ 1 
mM EDTA) &3®KI<J: yJIMWBSMtU «ffelCMSUfe7W -df-iMtt-fcK:* 

®ir s ft &<> roi^lftit asn -3 B#tc*?fc3#, r. 

*©#-f ^CDlWjSlC^fllS-ttSClfc^RriB^fey CM. J. Evans&tfM. H. Kaufm 
an, #->f^-Y- (Nature) H292#, 154K, 1981^ ; G. R.Martin -7U*/-<t 
4 y?7. - *zf • i-i/H^-JV • TjJjtU - - • t>fi>^ • rL-x^x- ( 

Proc. Natl. Acad. Sci. U.S.A.) £78*£, 7634JC, 1981# ; T.C. Doetschnan 

-7^ ni ;_ % H87^ 27M> 1985*0 , ##gE£© E S M££Mt £ft£ 
*«i©DN A ft3PF£»fllBtt, -f>tfbn&C;J3tt5 #ftl£ GPCR^fe »#ft 

[0 0 8 7] 

#ftl$!ODDNAft33i:*£#fc hWJL»W». I»0mRNAil:«S5: 
« v> T «)fe b T M*» ic * © ft M «: Jt«"T * ^ ic J: »; , IE?£ffr#i £ ISM t S 

y Z-fvrJ >^K^4f-(0*ftWfiDDNA*«^?Sttflia*lfeDNABI 
*ftflS©DNAfcA*iiH*)**H«iJlit.S:S«i-i:lcJ:y, #ftW©DN A£ 



ffi§E4# 2 0 0 3 -3 
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T9^fi*©*»ifflDNAM©j£M«©DNASI?!Ii:S:^7>fT-i:bfe 
Mbfe^W©DNAj^&%o0ISi:©W#^e)#^S^S^^9i&^"e^>S o 

HGPCR^fa mm*±mifc niB & &m u * n e> e> #^t£ gpc 

[0 0 8 8] 

T?DNAtI?:^AtSii:(:<fc y # -tfv'r* y7<<V 1*1 tc#A 

x-v^^thiSLiftCifc'tt, 3t«^fflnttilAK:J:»J*»W©DNAjftK: 

b d n a -r s ilia© & $m+ z> z t k j: y , fe dna& 
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©^itfjc^jfefc*.. 

[0 0 8 9] 

S©^^y-->^Ss&li«'r6 0 

y-n>^^lcfev%TMv>6>*iS*#§W©DNA^^^t: M®3L 

• tt»ft^*i:l/tM:, #9*.tf, *>^*> Fffft^i, 

$rtbi=r#, fttt^fitt, HMffiE *l*fAffi*, ifr%TOftffffi$u Mm*ZW 



#SE4#2 003-3 0-3 3377 



2002—093045 



[0 0 9 0] 

w$e> waftft* #c#^ 

ttin£tf*F*bv\, (iAii U> 



ffi§E# 2003-3033377 
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\tmWLWb^s t^x, «e/i/*e*K tf-F^f, n^y, :7#> 

fill t*ffr&*&ttP«^'***»^ #S 
(eokgiilt) tcfeVNTa, -HJ:ot«io.i~ioomg, 

U<«*&1. 0~50mg. J:y**l/<tt*&l. 0~2 0mgTf*5. #8P 

iflcJ:oT%JI&S#> MxH &it*©#T?li»*«*.«, (6 0 

kg^bT) KfeV^Tte, -BKlo£i|&0. 0 1~3 0mgm ^^<^ 
0. l~20mggE J:y#*l,<tttfrO. 1 ~ 1 0 m g gl^M^MtC <fc 

[0 0 9 1] 

dob) ^^©DNA{c*ft--5^n i E-^-©?S'ffi&ffi^^fe^PI§'rs^ 
^*l§^a)DNA^c^T§^o ; E-^-©»TT*^^ib^^ : fo©^fflv^e)tl 

So 

-nmfc* (i acz) , prtST^^tx??^-^!^*^^^^ 



ffi$E#2 0 0 3-3 
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hUtSUMfc-CB:* l/jff-#-»^##3l^©DNAK:^S^n^-#-©£ 
@BTtc#^1-^©T% l/iK-^-ate^n- FtSiS©^?: I s ^~*?Z> 

#»IBGPCRfc3- F^SDNAflg«©— »&:*]&Bfc*©/8 ~# 
9^hJ/^f-^3t^ (lacZ) T*mmhX^2>M&. *««GPCR 

©^-r s««R*e.' *»«gp c R©ftfc y 0 -#9? h 5/ wi&srrs 

s/k (x-g ai) (Dz^ftp-tf^v his#-n<Dmm.£te&® l m*m^ 
rtia^ f^c^iE g p c r ©»>£#i*f as * issttKUR & 

IffiSltSrimS. AflcflSTKUt, #»«GPCRWlT9X*fett*OllIi 
Wtf&^/U^/bT/lo'fcFfcMBlJfeU U >BM*«ffe3lA*« (PBS) T*Sfc 
X-gal^MT', £fi*fctt3 7T5tfjre, «Sl3 0^bl 
*MfiJi5S*fe*, ffiWW* UmMEDTA/PBS 3 JC J; 

MiCt£v^ 1 a - KtSmRNA^fflbttiiV^ 

V>„ £©#&&*: LTB:, &S&> U>^> JMfc**flfc 

-ru-f^ik n/N^^ y>=nfc, mm. 

[0 0 9 2] 

#3Bi5!GPCR©383§l&ffi3iU «GPCR©«tl&4E3rrs 



ffiSE# 2 0 0 3 -3 
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(D d n a & zf n =e - # & s fls#fc * tt* 

#$8l$!GPCR<Z>$&3i«:lfi*U »GPCR©«|Bfe|iftSii:^SS©"e 

^-s, #^tti«jfiLm, «3t«g«, -©m^m. Mtt*££. a 

[0 0 9 3] 

fcfcHfJLttft (M;Lfc£, 7^K ^?x> ^9 b, "Sr*^, z?*. V 

ttiaw-rsfli^tt&JKPia-^i***^ — «»«c«i^.«. (6 0kg 

L/T) IC&V%T&, -HtCot»0.1~100mg, #*b<»»l. 0~ 
50mg, *y»*b<tt*&l. 0~20mgm *JSPWtC«#^S*^ 

a»*!CD»T?tta««iL«, ^S83SA# (6 0kg£UT) Klfc 



ffilB£# 2003-3033377 
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WX\t* -HiCo^O. 0 1~3 0mgm ftKttlJO. l~20mg 

m& i «fc t J^*b<«^o. i~i omgmsi&isMiR^itKiiys^s©^ 

nc s $m n r~ itf w • m mm © f?§ & k * n < n m -t & z. t & x* ^ s . 
ssjca^^dt^^^&a- Ktsat^F&aaib, insiftcMiiscftAb 

[0 0 9 4] 

UPAC-IUB Commission on Biochemical Nomenclature &C4: SP^^feS 



DNA 



c DN A 



A 



T 



G 



7T=-> 



C 



5/ 



mRN A 



RN A 
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d AT P 
d TT P 
d'GTP 
d CTP 
AT P 
EDTA 
SD S 

[0 0 9 5] 



t/y^V y\ 



G 1 y 


: yy i/y 


Ala 




V a 1 


: A V y 


Leu 


: n>f i/y 


lie 




S e r 


: iZ u > 


Thr 


: ^ 


C y s 


: V'X'tA y 


Met 




Glu 




Asp 




L y s 


: y 


At g 




His 


: K^Vy 


Phe 


: 7i^75-> 


T y r 


: n */ y 


Trp 


: h'J^h77> 


Pro 


: zfuvy 


A s n 


: T^A°^^r> 


Gin 


: y 


pGlu 


: fcfO 5. yi 
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Me 

E t : X^;VS 

B u : Zf^JVm 

P h : 7i-M 

TC :^7l/'J^>-4 (R) -JjjnSZcit'^ 
[0 0 9 6] 

Tos : p - 

cho :3^;i/^;i/ 

B z 1 : s<y*?)V 

Cl 2 Bzl : 2, 6-V?UW<yyfr 

Bom : 

z : ^yVfyJr^-i/ijfyiS—fy 

ci-z : 2-^nn^^i/^J/«-;i/ 

Br-Z : 2-^11^^ VjVyt^-i/iJJV-^^JV 

Bo c : t -^h=Jr^^;bJ^~;b 

dnp : j;-hn7x;-;i/ 

Trt : h U ^/U 

Bum : t-^b^ft'^f^ 

Fmo c : N- 9 - 7 JU7t U —fr * h dp */;fr;i/tf?r: /!/ 

HO B t : 1 -fc KD^WXh U TV-fr 

HOOBt : 3 , 4 - Kn - 3 - 1: FD ^J/ - 4 - V - 

1 ,2 ,3 h UTS?> 

HON B : Kn*^-5-^/l/JK/I/*:/-2,3-57:fr/M*^5/-f ^ K 

DCC :N, N* -^>^n^^JI/^U* 
[0 0 9 7] 
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@B3»# : 1 

&$&ffl<D5y hffi^rCB7T084$:n- c D N A©S3£jSB#f &^"£*o 

@B3«^ : 2 

#«IJ|©5 9 hfi5fcrCB7T084£>y^ -/gfcSflJfca*'*. 
@g^rj## : 3 
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[0101] 

SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> Novel Screening Method 

<130> B02105 

<160> 4 

<170> Patentln version 3.1 

<210> 1 

<211> 957 

<212> DNA 

<213> Rattus sp. 

<220> 

<221> CDS 

<222> (1) . . (957) 

<223> 

<400> 1 
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atg aac tac act cct tat age age cca gec cca ggt ctg acc ate age 48 
Met Asn Tyr Thr Pro Tyr Ser Ser Pro Ala Pro Gly Leu Thr He Ser 
1 5 10 15 

ccc acc atg gac cct gtg acc tgg gtt tac ttt tea gtg aca ttc ctg 96 
Pro Thr Met Asp Pro Val Thr Trp Val Tyr Phe Ser Val Thr Phe Leu 

20 25 30 

gec atg gee acc tgt gtg tgt ggg ata gtg ggc aac tec atg gtg att 144 
Ala Met Ala Thr Cys Val Cys Gly lie Val Gly Asn Ser Met Val He 
35 40 45 

tgg eta ctg agt ttc cac agt gtg cag agg tec ccc ttc tgc acc tac 192 
Trp Leu Leu Ser Phe His Ser Val Gin Arg Ser Pro Phe Cys Thr Tyr 
50 55 60 

gtg etc aac ctg gcg gtg gec gac etc etc ttc ctg etc tgc atg gee 240 
Val Leu Asn Leu Ala Val Ala Asp Leu Leu Phe Leu Leu Cys Met Ala 
65 70 75 80 

tec ctg etc agt ctg gaa aca ggg ccc ctg etc aca gec age acc tec 288 
Ser Leu Leu Ser Leu Glu Thr Gly Pro Leu Leu Thr Ala Ser Thr Ser 
85 90 95 

gec aga gtc tac gag ggg atg aag aga ate aag tac ttt gec tac aca 336 
Ala Arg Val Tyr Glu Gly Met Lys Arg He Lys Tyr Phe Ala Tyr Thr 
100 105 110 

gca ggc ctg age ctg ctg acg gec ate age acc cag cgc tgt etc tec 384 
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Ala Gly Leu Ser Leu Leu Thr Ala He Ser Thr Gin Arg Cys Leu Ser 

115 120 , 125 

gtg ctt ttc ccc ate tgg tat aag tgc cac egg ccc cag cac ctg teg 432 
Val Leu Phe Pro lie Trp Tyr Lys Cys His Arg Pro Gin His Leu Ser 
130 135 140 

ggg gtg gta tgt ggt gtg ctg tgg gca ctg gee etc ctg atg aac ttc 480 
Gly Val Val Cys Gly Val Leu Trp Ala Leu Ala Leu Leu Met Asn Phe 
145 150 155 160 

ctg get tct ttc ttc tgt gtt caa ttc tgg cat ccc gac aaa tac cag 528 
Leu Ala Ser Phe Phe Cys Val Gin Phe Trp His Pro Asp Lys Tyr Gin 
165 170 175 

tgc ttc aag gtg gac atg gtt ttc aac agt ctt ate ctg ggg ate ttc 576 
Cys Phe Lys Val Asp Met Val Phe Asn Ser Leu lie Leu Gly He Phe 
180 185 190 

atg ccc gtc atg gtc ctg ace age gee ate ate ttc ate cgc atg cga 624 
Met Pro Val Met Val Leu Thr Ser Ala lie lie Phe He Arg Met Arg 
195 200 205 

aag aac age ctg ctg cag aga egg cag cct egg egg etc tac gtg gtc 672 
Lys Asn Ser Leu Leu Gin Arg Arg Gin Pro Arg Arg Leu Tyr Val Val 
210 215 220 

ate ctg act tec gtc ctt gtc ttc ctt ace tgt tct ctg ccg ttg ggc 720 
He Leu Thr Ser Val Leu Val Phe Leu Thr Cys Ser Leu Pro Leu Gly 
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235 



240 



ate aac tgg ttc tta etc tac tgg gtg gaa ctg ccg cag gee gtg agg 
He Asn Trp Phe Leu Leu Tyr Trp Val Glu Leu Pro Gin Ala Val Arg 

245 250 255 



768 



etc ctg tac gtc tgc tea tea cgc ttc tec teg tct ttg age age age 
Leu Leu Tyr Val Cys Ser Ser Arg Phe Ser Ser Ser Leu Ser Ser Ser 
260 265 270 



816 



gee aac cca gtc ate tac ttc etc gtg ggc age cag aag age cac egg 
Ala Asn Pro Val lie Tyr Phe Leu Val Gly Ser Gin Lys Ser His Arg 

275 280 285 



864 



ctg cag gag tct ctg ggt get gtg ctg ggg egg gca ctt cag gac gag 
Leu Gin Glu Ser Leu Gly Ala Val Leu Gly Arg Ala Leu Gin Asp Glu 

290 295 300 



912 



cct gaa ggc agg gag acg cca tec aca tgt act aat gat ggg gtc 
Pro Glu Gly Arg Glu Thr Pro Ser Thr Cys Thr Asn Asp Gly Val 
305 310 315 



957 



<210> 2 

<211> 319 

<212> PRT 

<213> Rattus sp. 

<400> 2 

9 0 ffi$E3f 2003-3033377 



#2 002 — 0 93045 



Met Asn Tyr Thr Pro Tyr Ser Ser Pro Ala Pro Gly Leu Thr lie Ser 
15 10 15 

Pro Thr Met Asp Pro Val Thr Trp Val Tyr Phe Ser Val Thr Phe Leu 

20 25 30 

Ala Met Ala Thr Gys Val Cys Gly He Val Gly Asn Ser Met Val lie 
35 40 45 

Trp Leu Leu Ser Phe His Ser Val Gin Arg Ser Pro Phe Cys Thr Tyr 
50 55 60 

Val Leu Asn Leu Ala Val Ala Asp Leu Leu Phe Leu Leu Cys Met Ala 
65 70 75 80 

Ser Leu Leu Ser Leu Glu Thr Gly Pro Leu Leu Thr Ala Ser Thr Ser 
85 90 95 



Ala Arg Val Tyr Glu Gly Met Lys Arg lie Lys Tyr Phe Ala Tyr Thr 
100 105 110 

Ala Gly Leu Ser Leu Leu Thr Ala lie Ser Thr Gin Arg Cys Leu Ser 
115 120 125 

Val Leu Phe Pro He Trp Tyr Lys Cys His Arg Pro Gin His Leu Ser 
130 135 140 

Gly Val Val Cys Gly Val Leu Trp Ala Leu Ala Leu Leu Met Asn Phe 
145 150 155 160 
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Leu Ala Ser Phe Phe Cys Val Gin Phe Trp His Pro Asp Lys Tyr Gin 
165 170 175 

Cys Phe Lys Val Asp Met Val Phe Asn Ser Leu lie Leu Gly lie Phe 
180 185 190 

Met Pro Val Met Val Leu Thr Ser Ala lie lie Phe lie Arg Met Arg 

195 200 205 

Lys Asn Ser Leu Leu Gin Arg Arg Gin Pro Arg Arg Leu Tyr Val Val 
210 215 220 

He Leu Thr Ser Val Leu Val Phe Leu Thr Cys Ser Leu Pro Leu Gly 

» 

225 230 235 240 

lie Asn Trp Phe- Leu Leu Tyr Trp Val Glu Leu Pro Gin Ala Val Arg 

245 250 255 

Leu Leu Tyr Val Cys Ser Ser Arg Phe Ser Ser Ser Leu Ser Ser Ser 
260 265 270 

Ala Asn Pro Val lie Tyr Phe Leu Val Gly Ser Gin Lys Ser His Arg 
275 280 285 

Leu Gin Glu Ser Leu Gly Ala Val Leu Gly Arg Ala Leu Gin Asp Glu 

290 295 300 



Pro Glu Gly Arg Glu Thr Pro Ser Thr Cys Thr Asn Asp Gly Val 
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315 



<210> 3 

<211> 963 

<212> DNA 

<213> Homosapiens 

<220> 

<221> CDS 

<222> (1) . . (963) 

<223> 

<400> 3 

atg aac cag act ttg aat age agt ggg acc gtg gag tea gee eta aac 48 
Met Asn Gin Thr Leu Asn Ser Ser Gly Thr Val Glu Ser Ala Leu Asn 
15 10 15 

tat tec aga ggg age aca gtg cac acg gee tac ctg gtg ctg age tec 96 
Tyr Ser Arg Gly Ser Thr Val His Thr Ala Tyr Leu Val Leu Ser Ser 
20 25 30 

ctg gee atg ttc acc tgc ctg tgc ggg atg gca ggc aac age atg gtg 144 
Leu Ala Met Phe, Thr Cys Leu Cys Gly Met Ala Gly Asn Ser Met Val 
35 40 45 

ate tgg ctg ctg ggc ttt cga atg cac agg aac ccc ttc tgc ate tat 192 
He Trp Leu Leu Gly Phe Arg Met His Arg Asn Pro Phe Cys He Tyr 
50 55 60 
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ate etc aac ctg gcg gca gee gac etc etc ttc etc ttc age atg get 
lie Leu Asn Leu Ala Ala Ala Asp Leu Leu Phe Leu Phe Ser Met Ala 
65 70 75 80 



240 



tec acg etc age ctg gaa ace cag ccc ctg gtc aat acc act gac aag 288 
Ser Thr Leu Ser Leu Glu Thr Gin Pro Leu Val Asn Thr Thr Asp Lys 
85 90 95 



gtc cac gag ctg atg aag aga ctg atg tac ttt gee tac aca gtg ggc 336 
Val His Glu Leu Met Lys Arg Leu Met Tyr Phe Ala Tyr Thr Val Gly 
100 105 110 

ctg age ctg ctg acg gee ate age acc cag cgc tgt etc tct gtc etc 384 
Leu Ser Leu Leu Thr Ala He Ser Thr Gin Arg Cys Leu Ser Val Leu 

115 120 125 . 

ttc cct ate tgg ttc aag tgt cac egg ccc agg cac ctg tea gee tgg 432 
Phe Pro He Trp Phe Lys Cys His Arg Pro Arg His Leu Ser Ala Trp 
130 135 140 

gtg tgt ggc ctg ctg tgg acg etc tgt etc ctg atg aac ggg ttg acc 480 
Val Cys Gly Leu Leu Trp Thr Leu Cys Leu Leu Met Asn Gly Leu Thr 
145 150 155 160 

tct tec ttc tgc age aag ttc ttg aaa ttc aat gaa gat egg tgc ttc 528 
Ser Ser Phe Cys Ser Lys Phe Leu Lys Phe Asn Glu Asp Arg Cys Phe 
165 170 175 
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agg g tg gac atg gtc cag gcc gcc etc ate atg ggg gtc tta ace cca 576 
Arg Val Asp Met Val Gin Ala Ala Leu lie Met Gly Val Leu Thr Pro 
180 185 190 



gtg atg act ctg tec age ctg acc etc tt't gtc tgg gtg egg agg age 
Val Met Thr Leu Ser Ser Leu Thr Leu Phe Val Trp Val Arg Arg Ser 

195 200 205 

tec cag cag tgg egg egg cag ccc aca egg ctg ttc gtg gtg gtc ctg 
Ser Gin Gin Trp Arg Arg Gin Pro Thr Arg Leu Phe Val Val Val Leu 

210 215 220 

gcc tct gtc ctg gtg ttc etc ate tgt tec ctg cct ctg age ate tac 
Ala Ser Val Leu Val Phe Leu lie Cys Ser Leu Pro Leu Ser lie Tyr 

,225 230 235 240 

tgg ttt gtg etc tac tgg ttg age ctg ccg ccc gag atg cag gtc ctg 
Trp Phe Val Leu Tyr Trp Leu Ser Leu Pro Pro Glu Met Gin Val Leu 

245 250 255 

tgc ttc age ttg tea cgc etc tec teg tec gta age age age gcc aac 
Cys Phe Ser Leu Ser Arg Leu Ser Ser Ser Val Ser Ser Ser Ala Asn 
260 265 270 

ccc gtc ate tac ttc ctg gtg ggc age egg agg age cac agg ctg ccc 
Pro Val He Tyr Phe Leu Val Gly Ser Arg Arg Ser His Arg Leu Pro 
275 280 285 

acc agg tec ctg ggg act gtg etc caa cag gcg ctt cgc gag gag ccc 



624 



672 



720 



768 



816 



864 



912 
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Thr Arg Ser Leu Gly Thr Val Leu Gin Gin Ala Leu Arg Glu Glu Pro 

290 295 300 



gag ctg gaa ggt ggg gag acg ccc acc gtg ggc acc aat gag atg ggg 960 
Glu Leu Glu Gly Gly Glu Thr Pro Thr Val Gly Thr Asn Glu Met Gly 

305 310 315 320 



get 
Ala 



<210> 4 

<211> 321 

<212> PRT 

<213> Homosapiens 

<400> 4 

Met Asn Gin Thr Leu Asn Ser Ser Gly Thr Val Glu Ser Ala Leu Asn 
1 5 10 15 

Tyr Ser Arg Gly Ser Thr Val His Thr Ala Tyr Leu Val Leu Ser Ser 
20 25 30 

Leu Ala Met Phe Thr Cys Leu Cys Gly Met Ala Gly Asn Ser Met Val 
35 40 45 

lie Trp Leu Leu Gly Phe Arg Met His Arg Asn Pro Phe Cys He Tyr 
50 55 60 



963 
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He Leu Asn Leu Ala Ala Ala Asp Leu Leu Phe Leu Phe Ser Met Ala 
65 70 75 80 

Ser Thr Leu Ser Leu Glu Thr Gin Pro Leu Val Asn Thr Thr Asp Lys 
85 90 95 

Val His Glu Leu Met Lys Arg Leu Met Tyr Phe Ala Tyr Thr Val Gly 
100 105 110 

Leu Ser Leu Leu Thr Ala lie Ser Thr Gin Arg Cys Leu Ser Val Leu 
115 120 125 

Phe Pro He Trp Phe Lys Cys His Arg Pro Arg His Leu Ser Ala Trp 
130 135 140 

Val Cys Gly Leu Leu Trp Thr Leu Cys Leu Leu Met Asn Gly Leu Thr 
145 150 155 160 

Ser Ser Phe Cys Ser Lys Phe Leu Lys Phe Asn Glu Asp Arg Cys Phe 
165 170 175 

Arg Val Asp Met Val Gin Ala Ala Leu lie Met Gly Val Leu Thr Pro 
180 185 190 

Val Met Thr Leu Ser Ser Leu Thr Leu Phe Val Trp Val Arg Arg Ser 
195 200 205 

Ser Gin Gin Trp Arg Arg Gin Pro Thr Arg Leu Phe Val Val Val Leu 
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210 215 220 

Ala Ser Val Leu Val Phe Leu He Cys Ser Leu Pro Leu Ser He Tyr 

225 230 235 240 

Trp Phe Val Leu Tyr Trp Leu Ser Leu Pro Pro Glu Met Gin Val Leu 

245 250 255 

Cys Phe Ser Leu Ser Arg Leu Ser Ser Ser Val Ser Ser Ser Ala Asn 
260 265 270 

Pro Val He Tyr Phe Leu Val Gly Ser Arg Arg Ser His Arg Leu Pro 

275 280 285 

Thr Arg Ser Leu Gly Thr Val Leu Gin Gin Ala Leu Arg Glu Glu Pro 

290 295 300 

Glu Leu Glu Gly Gly Glu Thr Pro Thr Val Gly Thr Asn Glu Met Gly 

305 310 315 320 

Ala 

m. mMizv>7)mmm.<nmmmmittt-* a o«io~ 4 m, a«io~ 5 m, n&io -6 

[02] rCB7T084S^&^1"SCHO-Kl|BJtetj8-r9 — >&*i0Lfei:#<O - 
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~ 4 M, A«10' 5 M, □ t£10~ 6 M;feaVt. 
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